=> d his 
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{ FILE 1 REGISTRY 1 ENTERED AT 15:44:35 ON 22 JAN 2004) 



DEL HIS 

LI 137 S H [AGV] EGTFTSDVSSYL [EQ] GQAAK [EQ] FIAWLVKGRG/SQSP 

L2 128 S H[CAGVS] [NEDGSCTFMYAVIL] [GSCTNQYAVILMF] TFTS [ DE] [VY]S[SK 

L3 6 S LI AND 37/SQL 

L4 12 S L2 AND 37/SQL 

L5 6 S L4 NOT L3 

L6 393 S H[CAGVS] [NEDGSCTFMYAVIL] [GSCTNQYAVILMF] TFTS [DE] [ VY] S [SK] YL [ DE 

L7 23 S L6 AND 37/SQL 

L8 23 S L3-L5,L7 

L9 11 S L7 NOT L3-L5 



FILE 'HCAPLUS' ENTERED AT 16:18:02 ON 22 JAN 2004 
L10 ■ 75 S L3-L5 

Lll 5 S L9 

L12 76 S L10,L11 



L13 



FILE ' REGISTRY 1 ENTERED AT 16:18:34 ON 22 JAN 2004 
370 S L1,L2,L6 NOT L8 



FILE 'HCAPLUS* ENTERED AT 16:18:37 ON 22 JAN 2004 

L14 166 S L13 

L15 1 S WO99-US30395/AP, PRN 

L16 1 S US98-1134 99#/AP, PRN 

L17 1 S L15,L16 

L18 0 S L17 AND, L12. .... 

L19 1 S LI 7- AND' LI 4 T- ^ ' . ;.u 
SEL RN : - ' 



FILE 1 REGISTRY 1 ENTERED AT 16:21:18 ON 22 JAN 2004 

L20 7 S E1-E7 

L21 3 S L20 AND SQL/ FA 

L22 4 S L20 AND GLUCAGON 

L23 4 S L21,L22 

L24 1 S L23 AND L1-L9 

L25 3 S L23 NOT L24 

L26 1 S 89750-14-1 

L27 3 S L23 NOT L26 



FILE 'HCAPLUS' ENTERED AT 16:24:00 ON 22 JAN 2004 



L28 


45 


S 


L27 






L29 


1102 


S 


L26 






L30 


30 


S 


L28 AND L29 






L31 


41 


S 


L28 AND GLUCAGON 






L32 


28 


S 


L28 AND (PY<=1998 OR PRY<= 


1998 OR AY<= 


1998) 


L33 


26 


s 


L30,L31 AND L32 






L34 


28 


s 


L32,L33 






L35 


61 


s 


L12 AND (PY<=1998 OR PRY<= 


1998 OR AY<= 


1998) 


L36 


20 


s 


L35 AND L29 






L37 


60 


s 


L35 AND GLUCAGON 








FILE 'REGISTRY' ENTERED AT 16:25:47 ON 


22 JAN 2004 




L38 


3 


s 


L20 NOT L23 






L39 


2 


s 


L38 NOT LYSINE 







FILE 'HCAPLUS' ENTERED AT 16:26:20 ON 22 JAN 2004 



L40 13409 S L39 
L41 5 S L4 0 AND L28 

L42 1 S L40 AND L12 

L43 8 S L40 AND L14 

L44 5 S L41-L43 AND (PY<=1998 OR PRY<=1998 OR AY<=1998) 
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L45 


4 


S 


L28 AND L4 4 


L4 6 


5 


s 


L44,L45 






E 


BRADER M/AU 






E 


PEKAR A/AU 


L47 


30 


S 


E3,E4,E10-E12 






E 


BRADER M/AU 


L48 


35 


S 


E4-E6 


L49 


0 


S 


L4 7,L4 8 AND L12 


L50 


1 


S 


L47,L48 AND L14 


L51 


1 


S 


L4 7,L4 8 AND L28 


L52 


1 


S 


L50,L51 


L53 


5 


S 


L46,L52 


L54 


41 


S 


L34,L36 


L55 


18 


S 


L54 AND (PHARMACEUT? OR PHARMACOL? ) /SC, SX 


L56 


17 


S 


L54 AND (L27 OR L13)(L)THU/RL 


L57 


20 


S 


L55,L56 


L58 


21 


S 


L53,L57 



=> fil reg 

FILE 'REGISTRY 1 ENTERED AT 16:31:50 ON 22 JAN 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2004 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 21 JAN 2004 HIGHEST RN 640234-51-1 
DICTIONARY FILE UPDATES: 21 JAN 2004 HIGHEST RN 640234-51-1 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http: //www. cas . org/ONLINE/DBSS/registryss . html 

=> d sqide can tot 127 

L27 ANSWER 1 OF 3 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 194551-05-8 REGISTRY 

CN Glycine, L-histidyl-L-valyl-L-ot-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L- tyros yl-L-leucyl -L-a-glut amy Iglycyl-L-glut aminyl-L-a lanyl-L-alanyl - 
L- lysyl -L-a-glut amyl-L-phenylalanyl-L-i sol eucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl-L-lysylglycyl-L-arginyl- ( 9CI ) (CA INDEX 
NAME) 

OTHER NAMES: 

CN 112: PN: WO0198331 TABLE: 1 claimed protein sequence 

CN 1: PN: WO0012116 SEQID: 4 claimed protein 

CN 1: PN: WO0247715 SEQID: 1 claimed sequence 

CN . 29: PN: WO03014318 SEQID: 26 claimed sequence 

CN 54: PN: WO0198331 TABLE: 1 claimed protein sequence 

CN 59: PN: WO03058203 SEQID: 59 unclaimed sequence 

CN 5: PN: WO0155213 SEQID: 5 claimed sequence 

CN 6: PN: WO0247716 PAGE: 59 claimed protein 

CN Glucagon-related peptide 1 (synthetic Val-isof orm) 



robinson - 09 / 868974 

FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 31 

PATENT ANNOTATIONS { PNTE) : 
Sequence | Patent 
Source (Reference 



Not Given|WO2000012116 
I claimed 
ISEQID 4 



IWO2001055213 
I claimed 
ISEQID 5 " 



IWO2001098331 
I claimed 
I TABLE 1 



IWO2002047715 

I claimed 

ISEQID 1 

+ — _ 

IWO2002047716 
I claimed PAGE 
159 



SEQ 1 HVEGTFTSDV SSYLEGQAAK EFIAWLVKGR G 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
MF C153 H232 N40 047 
SR CA 

LC STN Files: CA, CAPLUS, USPAT2 , USPATFULL 
Absolute stereochemistry. 




robinson - 09 / 868974 



Page 



PAGE 1-B 




PAGE 1-C 




robinson - 09 / 868974 

PAGE 1-D 



Page 5 




PAGE 1-E 



i-Pr 0 




PAGE 2-B 

/ 

H2N^ ^0 
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PAGE 2-C 




HO 



22 REFERENCES IN FILE CA (1907 TO DATE) 

3 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
22 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 


1: 


140 


35961 


REFERENCE 


2: 


139 


333128 


REFERENCE 


3: 


139 


302514 


REFERENCE 


4 : 


139 


174286 


REFERENCE 


5: 


139 


80301 


REFERENCE 


6: 


139 


26621 


REFERENCE 


7: 


138 


:298125 


REFERENCE 


8: 


138 


:180738 


REFERENCE 


9: 


137 


52370 


REFERENCE 


10: 


137 


.42097 



L27 ANSWER 2 OF 3 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 127650-06-0 REGISTRY 

CN L-Lysine, L-hist idyl-L-alanyl-L-a-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L- tyrosyl-L-1 eucyl-L-a- glut amylglycyl-L-glutaminyl-L-alanyl-L-al any 1 - 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Glucagon-related peptide 1 (Rana catesbeiana) , 3-L-glutamic 

acid-10-L-valine-16-glycine-17-L-glutamine-23-L-isoleucine-24-L-alanine-27- 
L-valine-29-deglycine-30-de-L-arginine-31-de-L-proline-32-de-L-lysine- 

OTHER NAMES: 

CN 26: PN: WO03014318 SEQID: 23 claimed sequence 

CN 27: PN: WO0009666 SEQID: 4 unclaimed sequence 

CN 3: PN: WO0028067 PAGE: 16 unclaimed protein 

CN 6: PN: US20030221201 SEQID: 7 unclaimed sequence 

CN Glucagon-like peptide 1(7-34) 

FS PROTEIN SEQUENCE; STEREOSEARCH 

SQL 28 

PATENT ANNOTATIONS (PNTE) : 
Sequence | Patent 
Source | Reference 



Not Given|WO2000009666 

I unclaimed 

| SEQID 4 
+ 

IWO2000028067 
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I unclaimed 
I PAGE 16 



SEQ 1 HAEGTFTSDV SSYLEGQAAK EFIAWLVK 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
DR 186462-39-5, 270056-56-9 
MF C141 H210 N34 044 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, US PAT 2 , USPATFULL 
Absolute stereochemistry. 



PAGE 1-A 

^(CH 2 )4 S/-C02H 




(CH2)4 0 Me 0 0 i-Bu 



H2N' 
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PAGE 1-C 



Page 
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Page 9 



PAGE 1-E 




H ■ 



17 REFERENCES IN FILE CA (1907 TO DATE) 

18 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 


1: 


140: 


8762 


REFERENCE 


2: 


138: 


180738 


REFERENCE 


3: 


135: 


376777 


REFERENCE 


4 : 


135: 


200441 


REFERENCE 


5: 


133: 


64006 


REFERENCE 


6: 


133: 


3760 


REFERENCE 


7 : 


132: 


175839 


REFERENCE 


8: 


130: 


247048 


REFERENCE 


9: 


129: 


23726 


REFERENCE 


10: 


126: 


127176 



L27 ANSWER 3 OF 3 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 123475-28-5 REGISTRY 

CN Glycine, L-histldyl-L-alanyl-L-a-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L-tyrosyl-L-leucyl-L-a-glutamylglycyl-L-glutaminyl-L-alanyl-L-alanyl- 
L-lysyl-L-cc-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl-L-lysyl- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Glucagon-related peptide 1 (Rana catesbeiana) , 3-L-glutamic 

acid-10-L-valine-16-glycine-17-L-glutamine-23-L-isoleucine-24-L-alanine-27- 
L-valine-30-de-L-arginine-31-de-L-proline-32-de-L-lysine- 

OTHER NAMES: 

CN 26: PN: WO0009666 SEQID: 3 unclaimed sequence 
CN 27: PN: WO03014318 SEQID: 24 claimed sequence 
CN 7: PN: US20030221201 SEQID: 8 unclaimed sequence 
CN Glucagon-like peptide 1(7-35) 
FS PROTEIN SEQUENCE; STEREOSEARCH 
SQL 29 

PATENT ANNOTATIONS (PNTE): 
Sequence I Patent 
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Source | Reference 



Not Given | WO2000009666 
I unclaimed 
ISEQID 3 



SEQ 1 HAEGTFTSDV SSYLEGQAAK EFIAWLVKG 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

DR 186462-38-4 

MF C143 H213 N35 045 

SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPAT2, US PAT FULL 
Absolute stereochemistry. 



PAGE 1 

0 




Ph 



robinson - 09 / 868974 Page 11 



PAGE 1-B 




^ (CH2)4 0 Me O 0 i-Bu 

H2N' 



PAGE 1-C 




robinson 



09 / 868974 



PAGE 1-D 




PAGE 1-E 




H 



21 REFERENCES IN FILE CA (1907 TO DATE) 

3 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 

22 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 


1: 


140 


8762 


REFERENCE 


2: 


138: 


180738 


REFERENCE 


3: 


135- 


273221 


REFERENCE 


4 : 


135: 


200441 


REFERENCE 


5: 


135 


122756 


REFERENCE 


6: 


133 


64006 
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REFERENCE 


7: 


132 


175839 


REFERENCE 


8: 


130 


247048 


REFERENCE 


9: 


129 


23726 


REFERENCE 


10: 


128 


244341 



=> d 126 ide can 

L26 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 89750-14-1 REGISTRY 

CN Glucagon-like peptide I (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Glucagon-related peptide I 

OTHER NAMES: 

CN GLP 1 

CN Glucagon-related peptide 1 
MF Unspecified 
CI COM, MAN 

LC STN Files: AGRICOLA, BIOSIS, BIOTECHNO, CA, CANCERLIT, CAPLUS, CIN, 
EMBASE, IPA, MEDLINE, MRCK* , TOXCENTER, USPAT2, USPATFULL 
(*File contains numerically searchable property data) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

1096 REFERENCES IN FILE CA (1907 TO DATE) 

94 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
1102 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 


1: 


140 


42466 


REFERENCE 


2: 


140 


36218 


REFERENCE 


3: 


140 


35963 


REFERENCE 


4 : 


140 


35961 


REFERENCE 


5: 


140 


35690 


REFERENCE 


6: 


140 


28048 


REFERENCE 


7: 


140 


27832 


REFERENCE 


8: 


140 


25180 


REFERENCE 


9: 


140 


24699 


REFERENCE 


10: 


140 


23485 



=> d 139 ide can tot 

L39 ANSWER 1 OF 2 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 9002-92-0 REGISTRY 

CN Poly (oxy-1, 2-ethanediyl) , a-dodecyl-co-hydroxy- (9CI) (CA 

INDEX NAME) 
OTHER NAMES: 

CN a-Dodecyl-a-hydroxypoly (oxy-1, 2-ethanediyl) 
CN a-Dodecyl-©-hydroxypoly (oxyethylene) 
CN 40L 

CN 40L (polyether) 
CN Actinol L 3 
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CN Actinol L 7 

CN Adeka Carpol MBF 100 

CN Adekatol LA 1275 

CN Adekatol LA 50 

CN Aethoxysklerol 

CN Aetoxisclerol 

CN Akyporox RLM 160 

CN Akyporox RLM 22 

CN Akyporox RLM 230 

CN Akyporox RLM 40 

CN Aldosperse L 9 

CN Alkasurf LAN 1 

CN Alkasurf LAN 3 

CN Arapol 0712 

CN Atlas G 2133 

CN Atlas G 3705 

CN Atlas G 3707 

CN Atlas G 4829 

CN Atmer 135 

CN B 205 

CN Base LP 12 

CN BL 2 

CN BL 9 

CN BL 9 (polyglycol) 

CN BL 9EX 

CN Blaunon EL 1503P 

CN Blaunon EL 1509 

CN Brij 22 

CN Brij 23 

CN Brij .30 

CN Brij 30ICI 

CN Brij 30SP 

CN Brij 35 

CN Brij 35L 

CN Brij 35P 

CN Brij 36T 

CN Calgene 40L 

CN Carsonol L 2 

CN Carsonol- L 3 

CN Chemal LA 23 

CN Chemal LA 4 

CN Chimipal AE 3 

CN Cimagel 

CN Conion 275-100 

CN Conion 275-20 

ADDITIONAL NAMES NOT AVAILABLE IN THIS FORMAT - Use FCN, FIDE, or ALL for 
DISPLAY 

DR 503027-85-8, 504414-58-8, 6540-99-4; 8027-11-0, 9015-55-8, 9079-21-4, 
11106-34-6, 1334-72-1, 1341-05-5, 122779-58-2, 53241-34-2, 54351-54-1, 
54398-17-3, 56590-57-9, 56939-70-9, 57244-90-3, 124401-71-4, 55599-84-3, 
55892-94-9, 56093-86-8, 64772-19-6, 62229-27-0, 101840-74-8, 102329-60-2, 
102342-03-0, 106254-08-4, 106254-09-5, 50815-85-5, 50815-86-6, 51426-13-2, 
61373-94-2, 61710-38-1, 37231-23-5, 37343-87-6, 137736-73-3, 138100-08-0, 
69344-85-0, 71932-08-6, 71636-71-0, 141875-75-4, 147398-17-2, 148093-10-1, 
152206-24-1, 86547-02-6, 86727-31-3, 87296-34-2, 31798-98-8, 39316-02-4, 
39316-41-1, 39363-77-4, 53026-66-7, 101008-55-3, 106856-65-9, 176235-62-4, 
176596-95-5, 183117-57-9, 186762-97-0, 189388-50-9, 191546-41-5, 
201746-17-0, 221642-91-7, 234761-81-0, 234761-82-1, 234761-83-2, 
234764-37-5, 348616-52-4, 359786-16-6, 362661-71-0, 384842-79-9, 
459409-03-1 

MF (C2 H4 0)n C12 H26 0 

CI PMS, COM 

PCT Polyether 
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Page 



LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, AQUIRE, BEILSTEIN* , BIOBUSINESS, 
BIOSIS, BIOTECHNO, CA, CANCERLIT, CAOLD, CAPLUS, CASREACT, CBNB, 
CHEMCATS, CHEMLIST, CIN, CSCHEM, CSNB, DDFU, DETHERM*, DRUGU, EMBASE, 
HSDB*, IFICDB, IFIPAT, IFIUDB, IMSCOSEARCH, IMS PATENTS, IMSRESEARCH, 
IPA # MEDLINE, MRCK* , MSDS-OHS, PDLCOM*, PROMT, RTECS* , TOXCENTER, 
ULIDAT, USAN, US PAT 2, USPATFULL 

(*File contains numerically searchable property data) 
Other Sources: DSL**, TSCA**, WHO 

(**Enter CHEMLIST File for up-to-date regulatory information) 



HO- 



-CH2-CH2-O- 



(CH2) H-Me 



8589 REFERENCES IN FILE CA (1907 TO DATE) 

205 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
8 606 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 
REFERENCE 



REFERENCE 10 



140:52390 

140:48020 

140:47600 

140:47577 

140:47037 

140:35038 

140:17758 

140: 14524 

140: 9848 

140:8788 



L39 ANSWER 2 OF 2 REGISTRY COPYRIGHT 2004 ACS on STN 

RN 77-86-1 REGISTRY 

CN 1, 3-Propanediol, 2-amino-2- (hydroxymethyl) - (8CI, 9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 2-Amino-2- (hydroxymethyl ) propane-1 , 3-dioi 

CN 2-Amino-2-methylol-l, 3-propanediol 

CN Addex-Tham 

CN Aminotri (hydroxymethyl) methane 

CN Aminotrimethylolmethane 

CN Aminotris (hydroxymethyl) methane 

CN Methanamine, 1 , 1 , 1-tris (hydroxymethyl ) - 

CN NSC 103026 

CN NSC 6365 

CN NSC 65434 

CN Pehanorm 

CN Sarkosyl 

CN Talatrol 

CN TAM 

CN TAM (buffering agent) 

CN THAM 

CN Tri Amino 

CN Tri (hydroxymethyl )methylamine 

CN Trigmo base 
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CN Triladyl 

CN Trimethylolaminome thane 
CN Tris 

CN Tris (buffering agent) 
CN Tris Amino 
CN Tris Amino Crystal 
CN Tris buffer 

CN Tris (hydroxymethyl) aminomethane 

CN Tris (hydroxymethyl) met hanamine 

CN Tris ( hydroxymethyl )methylamine 

CN Tris (methylolamino) methane 

CN Tris-steril 

CN Trisamin 

CN Trisamine 

CN Trisaminol 

CN Trispuf fer 

CN Trizma 

CN Trometamol 

CN Trometamole 

CN Tromethamine 

CN Tromethane 

CN Tromethanmin 

CN Tutofusin tris 

FS 3D CONCORD 

DR 25149-07-9, 68755-45-3, 83147-39-1, 108195-86-4 
MF C4 Hll N 03 
CI COM 

LC STN Files: ADISINSIGHT, ADISNEWS, AGRICOLA, ANABSTR, AQUIRE, BEILSTEIN* , 
BIOBUSINESS, BIOSIS, BIOTECHNO, CA, CANCERLIT, CAOLD, CAPLUS, CASREACT, 
CBNB, CEN, CHEMCATS, CHEMINFORMRX, CHEMLIST, CIN, CSCHEM, CSNB, DDFU, 
DETHERM*, DIOGENES, DRUGU, EMBASE, GMELIN* , HODOC*, HSDB* , IFICDB, 
IFIPAT, IFIUDB, IPA, MEDLINE, MRCK* , MSDS-OHS, NIOSHTIC, PIRA, PROMT, 
RTECS* , SPECINFO, TOXCENTER, USAN, US PAT 2 , USPATFULL, VETU 
(*File contains numerically searchable property data) 
Other Sources: DSL* * , EINECS**, TSCA**, WHO 

(**Enter CHEMLIST File for up-to-date regulatory information) 



NH2 

I 

HO- CH2~ C- CH2~ OH 

I 

CH2-OH 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

4817 REFERENCES IN FILE CA (1907 TO DATE) 
. 296 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
4828 REFERENCES IN FILE CAPLUS (1907 TO DATE) 
71 REFERENCES IN FILE CAOLD (PRIOR TO 1967) 



REFERENCE 


1: 


140 


:~52154 


REFERENCE 


2: 


140 


:47577 


REFERENCE 


3: 


140 


:47374 


REFERENCE 


4 : 


140 


:43272 


REFERENCE 


5: 


140 


:38376 
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REFERENCE 6 

REFERENCE 7 

REFERENCE 8 

REFERENCE 9 

REFERENCE 10 



140:38262 
140:35957 
140:30264 
140:23631 
140:19605 



=> fil hcaplus 

FILE ' HCAPLUS 1 ENTERED AT 16:33:19 ON 22 JAN 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER <PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 22 Jan 2004 VOL 140 ISS 4 
FILE LAST UPDATED: 21 Jan 2004 ( 2004 0121/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> d all tot 158 

L58 ANSWER 1 OF 21 HCAPLUS COPYRIGHT 2004 ACS on STN 

AN 2003:1013109 HCAPLUS 

ED Entered STN: 31 Dec 2003 

TI In vivo production and delivery of insulinotropin or erythropoietin for 

anemia gene therapy 
IN Selden, Richard F. ; Treco, Douglas; Heartlein, Michael W. 
PA Transkaryotic Therapies, Inc., USA 

SO U.S., 26 pp., Cont .-in-part of U.S. Ser. No. 446,912. 

CODEN: USXXAM 
DT Patent 
LA English 
IC ICM C12N015-85 

ICS C07H021-04 

NCL 435325000; 435455000; 435461000; 435352000; 435366000; 435360000; 

435357000; 435069100; 435069400; 435070100 
CC 1-1 (Pharmacology) 

Section cross-reference ( s ) : 3, 2, 13 
FAN.CNT 10 

PATENT NO. KIND DATE APPLICATION NO. DATE 



Bl 20031230 US 2000-552709 20000419 <— 

A2 19961227 EP 1996-202037 19921105 <-- 
A3 19970115 
Bl 20020807 

BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LI, LU, MC, NL, SE 

A2 20020710 EP 2001-204619 19921105 <— 



PI- US 6670178 
EP 750044 
EP 750044 
EP 750044 

R: AT, 
EP 1221477 



robinson - 09 / 868974 



Page 18 





EP 


1221477 


A3 


20020724 
















R: AT, BE, 


CH, DE 


, DK, ES, 


FR, 


GB, GR, IT, LI, LU, NL, SE, 


MC, 




JP 


2003174897 


A2 


20030624 




JP 


2002-359926 


19921105 


< — 




US 


5994127 


A 


19991130 




US 


1994-334455 


19941104 


< — 




US 


6048524 


A 


20000411 




US 


1995-446909 


19950522 


< — 




US 


6048724 


A 


20000411 




US 


1995-44.6911 


19950522 


< — 




US 


6565844 


Bl 


20030520 




US 


1999-312245 


19990514 


<-- 




US 


2002155597 


Al 


20021024 




US 


1999-328130 


19990608 


< — 




US 


6355241 


Bl 


20020312 




US 


1999-420861 


19991019 


<-- 




US 


2003147868 


Al 


20030807 




US 


2002-299052 


20021118 


<-- 


PRAI 


us 


1992-911533 


Al 


19920710 


<- 


- 










us 


1994-334455 


A3 


19941104 


<- 


- 










us 


1995-446912 


A2 


19950522 


<- 


- 










us 


1991-787840 


A 


19911105 


<- 












us 


1991-789188 


A 


19911105 


<- 












EP 


1992-924367 


A3 


19921105 


<- 












EP 


1996-202037 


A3 


19921105 


<- 












JP 


1993-508767 


A3 


19921105 


<- 












US 


1992-985586 


B3 


19921203 


<- 












US 


1995-446909 


Al 


19950522 


<- 












us 


1995-451894 


Al 


19950526 


<- 












us 


1999-312245 


Al 


19990514 












AB 


The 


i present invention 


relates to 


transfected primary 


and secondary 



cells of vertebrate origin, particularly mammalian origin, transfected 
with exogenous genetic material ( DNA) that encodes erythropoietin or an 
insulinotropin (e.g., derivs . of glucagon-like peptide 1 

(GLP-1)), methods by which primary and secondary cells are transfected to 
include exogenous genetic material encoding erythropoietin or an 
insulinotropin, methods of producing clonal cell strains or heterogenous 
cell strains that express erythropoietin or an insulinotropin, methods of 
gene therapy, in which the transfected primary or secondary cells are 
used, and methods of producing antibodies using the transfected primary or 
secondary cells. The present invention includes primary and secondary 
somatic cells, such as fibroblasts, keratinocytes , epithelial cells, 
endothelial cells, glial cells, neural cells, formed elements of the 
blood, muscle cells, other somatic cells that can be cultured, and somatic 
cell precursors, which have been transfected with exogenous DNA encoding 
EPO or an insulinotropin that is stably integrated into their genomes or 
is expressed in the cells episomally. In particular, vectors expressing 
human erythropoietin (plasmid pXEPOl and pE3neoEPO) and glucagon 
insulinotropin derivs., such as GLP-1 (7-37, or 7-36; pXGLPl) in fusion 
with a signal peptide, such as 26-amino acid signal peptide of human 
growth hormone under the. control of mouse metallothionein promoter are 
constructed. These vectors are used to transfect primary or secondary 
skin fibroblasts from human and rabbit which demonstrates stable secreted 
expression of erythropoietin or insulinotropin. The stably transfected 
rabbit fibroblasts clone is further used in mouse implantation and 
expression of biol . active human erythropoietin in implanted mice are 
observed Specifically, it clearly demonstrates that normal skin fibroblasts 
that have been genetically engineered to express and secrete HEPO can: (1) 
survive in vivo to deliver HEPO to an animal's systemic circulation for up 
to 2 mo, and (2) the hEPO produced is biol. functional, serving to prevent 
the drop in hematocrit observed in the frequently bled control animals, and 
resulting in a net increase in HCT even when animals were challenged with 
a bleeding schedule that produces an anemic response in control animals. 

ST insulinotropin erythropoietin transformation vector somatic cell anemia 
gene therapy; erythropoietin transformation vector somatic cell anemia 
gene therapy 

IT Mutation 

(deletion, GLP-1 insulinotropin derivs. containing; in vivo production and 
delivery of insulinotropin or erythropoietin for anemia gene therapy) 
IT Hematocrit 

(enzyme assay of; in vivo production and delivery of insulinotropin or 
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erythropoietin for anemia gene therapy) 
IT Skin 

(fibroblast of, transformation of; in vivo production and delivery of 
insulinotropin or erythropoietin for anemia gene therapy) 
IT Liver 

{hepatocyte, transformation of; in vivo production and delivery of 
insulinotropin or erythropoietin for anemia gene therapy) 
IT Anemia (disease) 
Blood cell 
Gene therapy 
Transformation, genetic 
Transplant and Transplantation 

(in vivo production and delivery of insulinotropin or erythropoietin for 
anemia gene therapy) 
IT Mutation 

(insertion, GLP-1 insulinotropin derivs . containing; in vivo production and 
delivery of insulinotropin or erythropoietin for anemia gene therapy) 
IT Skin 

( keratinocyte, transformation of; in vivo production and delivery of 
insulinotropin or erythropoietin for anemia gene therapy) 

IT Plasmid vectors 

(pE3neoEPO, human EPO gene on; in vivo production and delivery of 
insulinotropin or erythropoietin for anemia gene therapy) 

IT Plasmid vectors 

(pXEPOl, human EPO gene on; in vivo production and delivery of 
insulinotropin or erythropoietin for anemia gene therapy) 

IT Plasmid vectors 

(pXGLPl, human GLP-1 (7-37 or 36) on; in vivo production and delivery of 
insulinotropin or erythropoietin for anemia gene therapy) 

IT Secretion (process) 

(protein, directed by signal peptide; in vivo production and delivery of 
insulinotropin or erythropoietin for anemia gene therapy) 

IT Signal peptides 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(recombinant erythropoietin or insulinotropin containing; in vivo production 

and delivery of insulinotropin or erythropoietin for anemia gene 

therapy) 

IT Genetic markers 

(selectable, insulinotropin or EPO vector containing; in vivo production and 
delivery of insulinotropin or erythropoietin for anemia gene therapy) 

IT Gene, animal 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(selection marker for nutritional auxotrophy; in vivo production and 
delivery of insulinotropin or erythropoietin for anemia gene therapy) 
IT Cytotoxic agents 
Drug resistance 

(selection marker for; in vivo production and delivery of insulinotropin or 
erythropoietin for anemia gene therapy) 
IT Human 
Rabbit 

(skin fibroblast of; in vivo production and delivery of insulinotropin or 
erythropoietin for anemia gene therapy) 
IT Human 

Mammalia 

(somatic cell of; in vivo production and delivery of insulinotropin or 

erythropoietin for anemia gene therapy) 
IT Animal cell 

(somatic, transformation of; in vivo production and delivery of 

insulinotropin or erythropoietin for anemia gene therapy) 
IT Mutation 

(substitution, GLP-1 insulinotropin derivs. containing; in vivo production 

and 
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delivery of insulinotropin or erythropoietin for anemia gene therapy) 
IT Endothelium 
Epithelium 
Fibroblast 
Muscle 
Nerve 
Neuroglia 

(transformation of; in vivo production and delivery of insulinotropin or 
erythropoietin for anemia gene therapy) 
IT 11096-26-7P, Erythropoietin 89750-14-1DP, GLP-1, insulinotropin 
derivs. 106612-94-6DP, derivs. 11854 9-37-4 DP, Insulinotropin, 
derivs. 123475-28-5DP, derivs. 127650-06-ODP, 
Glucagon-like peptide 1(7-34), derivs. 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); 
THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(in vivo production and delivery of insulinotropin or erythropoietin for 
anemia gene therapy) 

IT 639540-58-2, 1: PN : US6670178 SEQID: 1 unclaimed DNA ' 639540-59-3, 2: PN: 
US6670178 SEQID: 2 unclaimed DNA 639540-60-6, 3: PN : US6670178 SEQID: 3 
unclaimed DNA 639540-61-7, 4: PN: US6670178 SEQID: 4 unclaimed DNA 
639540-62-8, 5: PN : US6670178 SEQID: 5 unclaimed DNA 639540-63-9, 6: PN: 
US6670178 SEQID: 6 unclaimed DNA 639540-64-0, 7: PN: US6670178 SEQID: 7 
unclaimed DNA 639540-65-1, 8: PN: US6670178 SEQID: 8 unclaimed DNA 
RL: PRP (Properties) 

(unclaimed nucleotide sequence; in vivo production and delivery of 
insulinotropin or erythropoietin for anemia gene therapy) 
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AB The present invention relates to methods of treating intermittent 

claudication comprising administering glucagon-like peptide-1 (GLP-1) 
mols. to subjects suffering therefrom. A method of treating or preventing 
skeletal muscle injury caused by ischemia and/or reperfusion in a subject 
comprising the step of administering a therapeutically effective amount of 
GLP-1 mol. is also claimed. The subject can also be administered free 
radical scavengers, glucose, or potassium. The GLP-1 compound is 
administered by an infusion pump or by s.c. injection of a slow-release 
formulation . 

ST peripheral vascular disease treatment GLP1; intermittent claudication 

treatment GLP1 
IT Anti-ischemic agents 

Cardiovascular agents 

Human 

(compns. and methods for treating peripheral vascular disease with 

GLP-1 compds . ) 
IT Radical scavengers 

(compns. and methods for treating peripheral vascular disease with 

GLP-1 compds. in combination with radical scavengers) 
IT Heart, disease 

(infarction; compns. and methods for reducing heart infarction by 

treatment with GLP-1 compds.) 
IT Drug delivery systems 

(infusion pumps; compns. and methods for treating peripheral vascular 

disease with GLP-1 compds.) 
IT Reperfusion 

(injury; compns. and methods for treating peripheral vascular disease 
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with GLP-1 compels.) 
IT Artery, disease 

(intermittent claudication; compns . and methods for treating peripheral 

vascular disease with GLP-1 compds . ) 
IT Heart, disease 
Muscle, disease 

(ischemia; compns. and methods for treating peripheral vascular disease 
with GLP-1 compds.) 
IT Blood vessel, disease 

(peripheral; compns. and methods for treating peripheral vascular 
disease with GLP-1 compds.) 
IT Drug delivery systems 

(slow-release; compns. and methods for treating peripheral vascular 
disease with GLP-1 compds.) 
IT 510788-25-7 

RL: PRP (Properties) 

(Unclaimed; compns. and methods for treating peripheral vascular 
disease with GLP-1 compds.) 
IT 89750-14-1D, Glucagon-like peptide I, compds. 106612-94-6 

, Human GLP-1 (7-37) 107444-51-9 141732-76-5, Exendin-4 161748-29-4 
RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(compns. and methods for treating peripheral vascular diseas.e with 
GLP-1 compds.) 

IT 50-99-7, D-Glucose, biological studies 7440-09-7, Potassium, biological 
studies 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(compns. and methods for treating peripheral vascular disease with 
GLP-1 compds. in combination with glucose and potassium) 
IT 70-18-8, Glutathione, biological studies 73-31-4, Melatonin 1406-18-4, 
. Vitamin E 9054-89-1, Superoxide dismutase 
RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(compns. and methods for treating peripheral vascular disease with 
GLP-1 compds. in combination with radical scavengers) 
IT 510788-20-2 510788-21-3 510788-22-4 510788-23-5 510788-24-6 
510788-26-8 
RL: PRP (Properties) 

(unclaimed protein sequence; compns. and methods for treating 
peripheral vascular disease with GLP-1 compds.) 
IT 176253-51-3 305790-37-8 
RL: PRP (Properties) 

(unclaimed sequence; compns. and methods for treating peripheral 
vascular disease with GLP-1 compds.) 
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TI Preparation of lipophilic human glucagon-like peptide-1 

derivatives with prc^tr^ cted action pro files 
IN Knudsen, Liselotte; "Huusfeldt, Per Olaf; Nielsen, Per Franklin; Kaarsholm, 

Niels C; Olsen, Helle Birk; Bjorn, Soren Erik; Pedersen, Freddy 

Zimmerdahl; Madsen, Kjeld 
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CODEN: USXXAM 
DT Patent 
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IC A61K039-16; A61K038-26; C07K014-00; C07K146-05 
NCL 514012000 

CC 34-3 (Amino Acids, Peptides, and Proteins) 



robinson - 09 / 868974 Page 25 



Section cross-reference ( s) : 1, 63 
FAN.CNT 12 

PATENT NO. KIND DATE 



APPLICATION NO. 



DATE 



PI US 6268 
WO 9808 
W: 



RW: 



JP 2001 
ZA 9707 
ZA 9707 
ZA 9901 
US 2001 
US 6458 
US 2002 
US 2003 
PRAI DK 1996 
DK 1996 
DK 1996 
US 1997 
US 



343 Bl 20010731 US 1999-258750 19990226 <— 

871 Al 19980305 WO 1997-DK340 19970822 <-- 

AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CU, CZ, DE, 
DK, EE, ES, FI, GB, GE, GH, HU, IL, IS, JP, KE, KG, KP, KR, KZ, 
LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, MN, MW, MX, NO, NZ, PL, 
PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, 
UZ, VN, YU, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
GH, KE, LS, MW, SD, SZ, UG, ZW, AT, BE, CH, DE, DK, ES, FI, FR, 
GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, CG, CI, CM, GA, 
GN, ML, MR, NE, SN, TD, TG 

JP 2000-152778 
ZA 1997-7791 
ZA 1997-7828 
ZA 1999-1571 
US 1999-398111 



19970822 <— 

19970829 <— 

19970901 < — 

19990226 <— 

19990916 <-- 



US 2001-908534 
US 2002-285079 



20010718 <-- 
20020819 <— 



OS 
AB 



011095 A2 20010116 

791 A 19980302 

828 A 19980302 

571 A 19990902 

011071 Al 20010802 

924 B2 20021001 

025933 Al 20020228 

199672 Al 20031023 

-931 A 19960830 <— 

-1259 A 19961108 <— 

-1470 A 19961220 <-- 

-36255P P 19970124 <— 

1997- 36226P P 19970125 <— 
WO 1997-DK340 A2 19970822 <-- 
US 1997-918810 B2 19970826 <— 
DK 1998-263 A 19980227 <-- 
DK 1998-264 A 19980227 <— 
DK 1998-268 A 19980227 <— 
DK 1998-272 A 19980227 <— 
DK 1998-274 A 19980227 <— 
US 1998-38432 B2 19980311 <-- 
DK 1998-508 A 19980408 <— 
DK 1998-509 A 19980408 <-- 
US 1998-82478P P 19980421 <-- 

1998- 82480P P 19980421 <— 
1998-84357P P 19980421 <— 
1998-82802P P 19980423 <— 
1997-35904P P 19970124 <— 

1997- 35905P P 19970124 <— 
JP 1998-511183 A3 19970822 <-- 
US 1997-922200 B2 19970902 <-- 
DK 1998-271 A 19980227 <-- 

1998- 610006 A 19980313 <-- 
1998-78422P P 19980318 <-- 

DK 1998-507 A 19980408 <-- 

US 1998-82479P P 19980421 <-- 

US 1998-85789P P 19980518 <-- 

US 1999-258187 Bl 19990225 

US 1999-258750 A2 19990226 

US 1999-265141 A2 19990308 

US 1999-398111 Al 19990916 
MARPAT 135:273221 

The present invention relates to human glucagon-like peptide-1 

(GLP-1) derivs . having a lipophilic substituent, compns . containing these 

derivs., and to methods for their preparation A claimed compound is 

His-Ala-Glu-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser-Ser-Tyr-Leu-Glu-Gly-Gln-Ala- . 

Ala-Lys-Glu-Phe-Ile-Ala-Trp-Leu-Val-Arg-Gly-Arg-Gly . Thus, coupling of 

GLP-1 (7-37) -OH with Me (CH2 ) 12CO-Glu (OSu) -OCMe3 (Su = succinimidyl ) (preparation 

given), followed by deesterif ication with CF3C02H and chromatog. purification 



US 
US 
US 
US 

us 



EP 
US 
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gave 8% bis-adduct Lys [Me (CH2 ) 12CO-y-Glu] 26, 34-GLP-l (7-37 ) -OH . 
Several prepared lipophilic GLP-1 analogs were tested for protracted plasma 
concentration in pigs and were found to be much more persistent than 
GLP-1 (7-37) . 

In addition, the time of peak plasma concentration was found to vary within 

wide 

limits depending on the particular lipophilic GLP-1 derivative selected. The 
efficacy of several prepared derivs. was tested by stimulation of cAMP in a 
cell line expressing cloned human GLP-1 receptor. 
ST lipophilic glucagon like peptide prepn antidiabetic; antiobesity 

agent lipophilic glucagon like peptide 
IT Carboxylic acids, preparation 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(dicarboxylic, long-chain, glucagon-like peptide conjugates; 
preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT Fatty acids, preparation 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(glucagon-like peptide conjugates; preparation of lipophilic human 
glucagon-like peptide-1 derivs. with protracted action 
profiles) 
IT Antidiabetic agents 
Antiobesity agents 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT Peptides, preparation 

RL: BAC (Biological activity or effector, except . adverse ) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT 240133-31-7P 240133-32-8P 240133-33-9P 

240133-35-1P 240480-97-1P 240480-98-2P 240480-99-3P 
240481-01-OP 240481-02-1P 240481-03-2P 240481-04-3P 
240481-05-4P 240481-06-5P 240481-07-6P 240481-08-7P 
240481-09-8P 240481-10-1P 240481-11-2P 240481-12-3P 
240481-13-4P 240481-22-5P 240481-24-7P 
240481-25-8P 240481-27-0P 240481-32-7P 

240481- 33-8P 240481-35-0P '2404 82-4 1-1P 240482-42-2P 

240482- 43-3P 240482-44-4P 240482-45-5P 240483-55-0P 240483-71-0P 
240497-59-0P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(glucagon-like peptide conjugates; preparation of lipophilic human 

glucagon-like peptide-1 derivs. with protracted action 

profiles ) 

IT 56-12-2, y-Aminobutyric acid, reactions 107-95-9, p-Alanine 

13406-98-9, 1-Piperidinecarboxylic acid 14565-47-0 22102-66-5 
25456-76-2 55889-33-3 176435-11-3 240133-43-1 240133-44-2 
240133-45-3 240133-46-4 240133-47-5 240133-48-6 240133-49-7 
240133-50-0 240133-51-1 240481-37-2 240481-39-4 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(glucagon-like peptide conjugates; preparation of lipophilic human 

glucagon-like peptide-1 derivs. with protracted action 

profiles) 

IT 14464-30-3P 111333-92-7P 240133-29-3P 240133-30-6P 240133-34-0P 
240133-36-2P 240133-37-3P 240133-38-4P 240133-39-5P 240133-40-8P 
24 0133-4 1-9P 24 0133-42-0P 
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RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 

(Reactant or reagent) 

(glucagon-like peptide conjugates; preparation of lipophilic human 

glucagon-like peptide-1 derivs . with protracted action 

profiles) 

IT 56-81-5, Glycerol, biological studies 69-65-8, Mannitol 99-76-3, 

Methyl p-hydroxybenzoate 100-51-6, Benzenemethanol, biological studies 
108-39-4, m-Cresol, biological studies 108-95-2, Phenol, biological 
studies 127-09-3, Sodium acetate 7440-66-6, Zinc, biological studies 
7632-05-5, Sodium phosphate 7647-14-5, Sodium chloride, biological 
studies 11061-68-0, Human insulin 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceutical composition; preparation of lipophilic human glucagon 
-like peptide-1 derivs. with protracted action profiles) 
IT 106612-94-6 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); RCT (Reactant); THU (Therapeutic use) ; 
BIOL (Biological study); RACT (Reactant or reagent); USES (Uses) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT 87805-34-3DP, Glucagon-like peptide I (human), 

lipophilic derivs. 89750-14-1DP, Glucagon-related 

peptide I, lipophilic derivs. 99658-04-5DP, lipophilic derivs. 

104364-62-7DP, Glucagon-related peptide I (guinea pig 

clone gpGCG-2), lipophilic derivs. 107 4 4 4-51-9DP, lipophilic derivs. 

121181-17-7DP, Glucagon-related peptide i (Octodon degus) , 

lipophilic derivs. 1234 75-27-4DP, lipophilic derivs. 

123475-28-5DP, lipophilic derivs. 123512-62-9DP, lipophilic 

derivs. 157569-66-9DP, lipophilic derivs. 157629-57-7DP 

, lipophilic derivs. 204521-54-0P 204521-55-1P 

204521-56-2P 204521-57-3P 204521-58-4P 204521-59-5P 

204521-81-3DP, lipophilic derivs. 204521-82-4DP, 

lipophilic derivs. 204521-83-5DP, lipophilic derivs. 

204521-84-6DP, lipophilic derivs. 204521-85-7DP, 

lipophilic derivs. 204521-86-8DP, lipophilic derivs. 

204521-87-9DP, lipophilic derivs. 204521-88-0DP, 

lipophilic derivs. 204521-89-1DP, lipophilic derivs. 

204521-90-4DP, lipophilic derivs. 204521-91-5DP, 

lipophilic derivs. 204521-92-6DP, lipophilic derivs. 

204655-84-5DP, lipophilic derivs. 204655-85-6DP, 

lipophilic derivs. 204655-86-7DP, lipophilic derivs. 

204655-87-8P 204655-88-9P 204655-89-0DP, 

lipophilic derivs. 204655-90-3DP, lipophilic derivs. 

204655-91-4DP, lipophilic derivs. 204655-92-5DP, 

lipophilic derivs. 204655-93-6DP, lipophilic derivs. 

204655-94-7P 204655-96-9P 204655-97-0P 

204655- 98-1P 204655-99-2P 204656-00-8P 

204656- 01-9P 204656-02-0P 204656-03-1DP, lipophilic 
derivs. 204656-04-2DP, lipophilic derivs. 204656-05-3DP 
, lipophilic derivs. 204656-06-4DP, lipophilic derivs. 
204656-07-5DP, lipophilic derivs. 204656-08-6P 
204656-09-7P 204656-10-OP 204656-11-1P 
204656-12-2DP, lipophilic derivs. 204656-13-3DP, 
lipophilic derivs. 204656-14-4DP, lipophilic derivs. 
204656-15-5DP, lipophilic derivs. 204656-16-6P 
204656-17-7P 204656-18-8P 204656-20-2P 
204656-21-3P 204656-22-4DP, lipophilic derivs. 
204656-24-6DP, lipophilic derivs. 204656-25-7P 
204656-26-8P 204656-27-9P 204656-28-0P 
204656-29-1DP, lipophilic derivs. 204656-30-4DP, 
lipophilic derivs. 204656-31-5P 204656-32-6DP, 
lipophilic derivs. 204656-33-7P 204656-34-8P 
204656-35-9P 204656-36-0P 204656-37-1DP, 
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IT 



IT 



IT 



lipophilic derivs. 204656-38-2P 204656-39-3DP, 

lipophilic derivs. 204656-40-6P 204656-41-7P 204656-42-8DP, 
lipophilic derivs. 204656-43-9DP, lipophilic derivs.. 
204656-44-0DP, lipophilic derivs. 204656-45-1DP, 
lipophilic derivs. 204656-46-2DP, lipophilic derivs. 
204656-47-3DP, lipophilic derivs. 204656-48-4DP, 
lipophilic derivs. 204656-49-5DP, lipophilic derivs. 
204656-50-8DP, lipophilic derivs. 204656-51-9P 
204656-52-0DP, lipophilic derivs. 204656-53-1DP, 
lipophilic derivs. 204656-54-2DP, lipophilic derivs. 
204656-55-3DP, lipophilic derivs. 204656-56-4DP, 
lipophilic derivs. 204656-57-5DP, lipophilic derivs. 
204656-58-6DP, lipophilic derivs. 204656-59-7DP, 
lipophilic derivs. 204656-60-0DP, lipophilic derivs. 
204656-61-1P 204656-62-2DP, lipophilic derivs. 
204656-63-3DP, lipophilic derivs. 204656-64-4DP, 



lipophilic derivs. 204656-65-5DP, 
204656-66-6DP, lipophilic derivs. 
lipophilic derivs. 204656-68-8DP, 
204656-69-9DP, lipophilic derivs. 
lipophilic derivs. 204656-71-3DP, 
204656-72-4DP, lipophilic derivs. 
lipophilic derivs. 204656-74-6DP, 
204656-75-7DP, lipophilic derivs. 
lipophilic derivs. 204656-77-9DP, 
204656-78-0DP, lipophilic derivs. 
lipophilic derivs. 204656-80-4DP, 
204656-81-5DP, lipophilic derivs. 
lipophilic derivs. 204656-83-7DP, 
204656-84-8DP, lipophilic derivs. 
lipophilic derivs. 204656-86-0DP, 
204656-87-1DP, lipophilic derivs. 
lipophilic derivs. 204656-89-3DP, 
204656-90-6DP, lipophilic derivs. 
lipophilic derivs. 204656-92-8DP, 
204656-93-9DP, lipophilic derivs. 
lipophilic derivs. 204656-95-1DP, 
204656-96-2DP, lipophilic derivs. 



lipophilic derivs. 
204656-67-7DP, 
lipophilic derivs. 
204656-70-2DP, 
lipophilic derivs. 
204656-73-5DP, 
lipophilic derivs. 
204656-76-8DP, 
lipophilic derivs. 
204656-79-1DP, 
lipophilic derivs. 
204656-82-6DP, 
lipophilic derivs. 
204656-85-9DP, 
lipophilic derivs. 
204656-88-2DP, 
lipophilic derivs. 
204656-91-7DP, 
lipophilic derivs. 
204656-94-0DP, 
lipophilic derivs. 



204656-97-3DP, 

lipophilic derivs. 204996-97-4P, NNC 901167 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 

with protracted. action profiles) 
434-13-9, Lithocholic acid 14464-31-4 14464-32-5 45120-30-7, 
L-Glutamic acid a-tert-butyl ester 69888-86-4 128746-57-6 
146004-82-2 146004-83-3 146004-84-4 146004-85-5 204521-68-6 
204521-69-7 204521-70-0 204521-71-1 204521-72-2 204521-73-3 
204 521-75-5 204 655-83-4 204 655-95-8 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 

with protracted action profiles) 
104211-94 -IP 204 521-61-9P 204521-63-1P 204 521-65-3P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 

with protracted action profiles) 
204655-84-5 204655-85-6 204655-86-7 204655-89-0 

204655- 91-4 204655-93-6 204656-04-2 204656-05-3 

204656- 07-5 204656-12-2 204656-13-3 204656-15-5 
204656-29-1 204656-32-6 204656-39-3 204656-42-8 
204656-46-2 204656-48-4 204656-50-8 

204656-52-0 204656-53-1 204656-54-2 204656-55-3 



204655- 90-3 

204656- 06-4 
204656-24-6 
204656-44-0 



204656-57-5 
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RL : PRP ( Properties ) 

(unclaimed protein sequence; preparation of lipophilic human 
glucagon-like peptide-1 derivs. with protracted action 
profiles) 

IT 204655-92-5 204656-14-4 362014-49-1 362014-50-4 362014-51-5 
RL: PRP (Properties) 

(unclaimed sequence; preparation of lipophilic human glucagon-like 
peptide-1 derivs. with protracted action profiles) 
RE.CNT 18 THERE ARE 18 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1) Anon; WO 9011296 1990 HCAPLUS 

(2) Anon; WO 9111457 1991 HCAPLUS 

(3) Anon; WO 9507931 1995 HCAPLUS 

(4) Anon; WO 9531214 1995 HCAPLUS 

(5) Anon; EP 0708179 1996 HCAPLUS 

(6) Anon; WO 9629342 1996 HCAPLUS 

(7) Anon; WO 9629344 1996 HCAPLUS 

(8) Anon; WO 8706941 1997 HCAPLUS 

(9) Anon; WO 9808531 1998 HCAPLUS 

(10) Anon; WO 9808871 1998 HCAPLUS 

(11) Anon; WO 9808873 1998 HCAPLUS 

(12) Anon; WO 9819698 1998 HCAPLUS 

(13) Buckley; US 5545618 1996 HCAPLUS 

(14) Chen; US 5512549 1996 HCAPLUS 

(15) Clodfelter; Pharmaceutical Res 1998, V15(2), P254 HCAPLUS 

(16) Habener; US 5120712 1992 HCAPLUS 

(17) Habener; US 5614492 1997 HCAPLUS 

(18) Kim; J of Pharma, Sciences 1994, V83(8), P1175 HCAPLUS 
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DN 135:200441 

ED Entered STN: 17 Aug 2001 

TI Glucagon-like peptide-1 cry stals 

IN Hermeling, Ronald Norbe^f^Hof fmann, James Arthur; Narasimhan, Chakavarthy 
PA USA 

SO U.S. Pat. Appl. Publ., 17 pp. 

CODEN: USXXCO 
DT Patent 
LA English 
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ICS C07K017-00; C07K016-00; C07K014-00; C07K001-00; A23J001-00 
NCL 514012000 
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B2 


20020430 






US 2003045464 


Al 


20030306 


US 2001-997792 


20011130 <- 


US 6555521 


B2 


20030429 






PRAI US 1997-69728P 
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19971216 <— 
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US 1998-209799 Al 19981211 <— 
AB The invention provides individual tetragonal flat rod shaped or plate-like 
crystals of glucagon-like peptide-1 related mols., processes for 
their preparation, compns . and methods of use. The crystal prepns . exhibit 
extended time action in vivo and are useful for treating diabetes, obesity 
and related conditions. 
ST glucagon like peptide 1 crystal antidiabetic 
IT Peptides, biological studies 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PEP (Physical, engineering or chemical process); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 
(GLP-1 analogs; glucagon-like peptide-1 crystals for preparation 
of extended-action pharmaceuticals) 
IT Drug delivery systems 

(carriers; glucagon-like peptide-1 crystals for preparation of 
extended-action pharmaceuticals) 
IT Drug delivery systems 

(extended-action; glucagon-like peptide-1 crystals for preparation 
of extended-action pharmaceuticals) 
IT Antidiabetic agents 
Antiobesity agents 
Buffers 

Crystal morphology 

Crystallization 

Protein sequences 

Solvents 

PH 

(glucagon-like peptide-1 crystals for preparation of 
extended-action pharmaceuticals) 
IT Alcohols, uses 
Disaccharides 
Monosaccharides 

RL: NUU (Other use, unclassified) ;• PEP (Physical, engineering or chemical 
process); PROC (Process); USES (Uses) 

(glucagon-like peptide-1 crystals for preparation of 
extended-action pharmaceuticals) 
IT 54249-88-6, dipeptidyl peptidase IV 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PEP (Physical, engineering or chemical process); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 
(glucagon-like peptide-1 crystals for preparation of 
extended-action pharmaceuticals) 
IT 50-69-1, Ribose 50-99-7, Glucose, uses 56-40-6, Glycine, uses 
56-81-5, Glycerol, uses 56-84-8, Aspartic acid, uses 57-48-7, 
Fructose, uses 57-50-1, Sucrose, uses 59-23-4, Galactose, uses 
63-42-3, Lactose 64-17-5, Ethanol, uses 67-56-1, Methanol, uses 
69-65-8, Mannitol 69-79-4, Maltose 71-23--8, Propanol, uses 
77-86-1, Tris 99-20-7, Trehalose 127-09-3, Sodium acetate 
631-61-8, Ammonium acetate 1758-51-6, Erythrose 6976-37-0, bis-tris 
7440-66-6, Zinc, uses 7646-85-7, Zinc chloride, uses 7783-20-2, 
Ammonium sulfate, uses 

RL: NUU (Other use, unclassified); PEP (Physical, engineering or chemical 
process); PROC (Process); USES (Uses) 

(glucagon-like peptide-1 crystals for preparation of 
extended-action pharmaceuticals) 
IT 89750-14-1, Glucagon-like peptide I 106612-94-6 
123475-27-4 123475-28-5 127650-06-0 

138347-76-9 138347-77-0 170098-75-6 194551-05-8 
213754-29-1 213754-33-7 227472-22-2 352513-61-2 
352513-69-0 352513-70-3 352513-71-4 
352513-72-5 352513-73-6 352513-74-7 

352513-75-8 352681-26-6 355393-49-6 355393-50-9 

355393-52-1 355393-53-2 355470-33-6 355470-34-7 355804-31-8 
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355804-33-0 

RL: PEP (Physical, engineering or chemical process); PRP (Properties); 
THU (Therapeutic use) ; BIOL (Biological study); PROC (Process); 
USES (Uses) 

(glucagon- like peptide-1 crystals for preparation of 
extended-action pharmaceuticals) 
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TI Preparation of lipophilic human glucagon-like peptide-1 

derivatives with protracted action profiles 
IN Knudsen, Liselotte Bjerre; .Huusfeldt, Per Olaf ; Nielsen, Per Franklin; 

Kaarsholm, Niels C; Olsen, Helle Birk; Bjorn, Soren Erik; Pedersen, 

Freddy Zimmerdahl; Madsen, Kjeld 
PA Den . 
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OS MARPAT 135:122756 

AB The present invention relates to pharmaceutical compns. comprising 
lipophilic human glucagon-like peptide-1 (GLP-1) derivs . having 
a lipophilic substituent and a surfactant. Thus, coupling of 

GLP-1 (7-37) -OH with Me (CH2 ) 12CO-Glu (OSu) -OCMe3 (Su = succinimidyl ) (preparation 
given), followed by deesterif ication with CF3C02H and chromatog. purification 
gave 8% bis-adduct Lys [Me (CH2 ) 12C0-y-Glu] 26, 34 -GLP-1 ( 7-37 ) -OH . 
Several prepared lipophilic GLP-1 analogs were tested for protracted plasma 
concentration in pigs and were found to be much more persistent than 
GLP-1 (7-37) . 

In addition, the time of peak plasma concentration was found to vary within 

wide 

limits depending on the particular lipophilic GLP-1 derivative selected. The 
efficacy of several prepared derivs. was tested by stimulation of cAMP in a 
cell line expressing cloned human GLP-1 receptor. 
ST lipophilic glucagon like peptide prepn antidiabetic; antiobesity 

agent lipophilic glucagon like peptide 
IT Glycerophospholipids 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(cephalins, pharmaceutical composition; preparation of lipophilic human 
glucagon-like peptide-1 derivs. with protracted action 
profiles ) 
IT Carboxylic acids, preparation 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(dicarboxylic, long-chain, glucagon-like peptide conjugates; 
preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT * Castor oil 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(ethoxylated, pharmaceutical composition; preparation of lipophilic human 

glucagon-like peptide-1 derivs. with protracted action 

profiles) 
IT Fatty acids, preparation 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(glucagon-like peptide conjugates; preparation of lipophilic human 

glucagon-like peptide-1 derivs. with protracted action 

profiles) 
IT Glycolipids 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(glyceroglycolipids, pharmaceutical composition; preparation of lipophilic 

human 

glucagon-like peptide-1 derivs. with protracted action 
profiles) 
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IT Lysophosphatides 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(lysophosphatidylthreonines, pharmaceutical composition; preparation of 

lipophilic human glucagon-like peptide-1 derivs. with 

protracted action profiles) 
IT Detergents 

(pharmaceutical composition; preparation of lipophilic human glucagon 
-like peptide-1 derivs. with protracted action profiles) 
IT Glycerides, biological studies 
Glycosphingolipids 
Lecithins 

Lysophosphatidylcholines 

Lysophosphatidylserines 

Lysophospholipids 

Phosphatidylcholines, biological studies 
Phosphatidylserines 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceutical composition; preparation of lipophilic human glucagon 
-like peptide-1 derivs. with protracted action profiles) 
IT Sphingolipids 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(phosphosphingolipids , pharmaceutical composition; preparation of lipophilic 
human glucagon-like peptide-1 derivs. with protracted action 
profiles) 
IT Antidiabetic agents 
Antiobesity agents 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT Peptides, preparation 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT 240133-31-7P 240133-32-8P 240133-33-9P 

240133-35-1P 240480-97-1P 240480-98-2P 240480-99-3P 
240481-01-OP 240481-02-1P 240481-03-2P 240481-04-3P 
240481-05-4P 240481-06-5P 240481-07-6P 240481-08-7P 
240481-09-8P 240481-10-1P 240481-11-2P 240481-12-3P 
240481-13-4P 240481-22-5P 240481-24-7P 
240481-25-8P 240481-27-0P 240481-32-7P 

240481- 33-8P 240481-35-0P 240482-41-1P 240482-42-2P 

240482- 43-3P 240482-44-4P 240482-45-5P 240483-55-0P 240483-71-0P 
240497-59-0P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(glucagon-like peptide conjugates; preparation of lipophilic human 

glucagon-like peptide-1 derivs. with protracted action 

profiles) 

IT 56-12-2, y-Aminobutyric acid, reactions 107-95-9, p-Alanine 

13406-98-9, 1-Piperidinecarboxylic acid" 14565-47-0 22102-66-5 
25456-76-2 55889-33-3 176435-11-3 204521-81-3 
240133-43-1 240133-44-2 240133-45-3 240133-46-4 

240133-47-5 240133-48-6 240133-49-7 240133-50-0 240133-51-1 
24 04 81-37-2 24 0481-39-4 

RL: RCT ' (Reactant); RACT (Reactant or reagent) 

(glucagon-like peptide conjugates; preparation of lipophilic human 

glucagon-like peptide-1 derivs. with protracted action 

profiles) 

IT 14464-30-3P 111333-92-7P 240133-29-3P 240133-30-6P 240133-34-0P 
240133-36-2P 240133-37-3P 240133-38-4P 240133-39-5P 240133-40-8P 
24 0133-4 1-9P 24 0133-42-0P 
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RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(glucagon- like peptide conjugates; preparation of lipophilic human 

glucagon-like peptide-1 derivs . with protracted action 

profiles ) 

IT 56-81-5, Glycerol, biological studies 57-09-0, Cetylt rime thy lammonium 
bromide 69-65-8, Mannitol 81-25-4, Cholic acid 99-76-3, Methyl 
p-hydroxybenzoate 100-51-6, Benzenemethanol , biological studies 
108-39-4, m-Cresol, biological studies 108-95-2, Phenol, biological 
studies 123-03-5, Cetylpyridinium chloride 128-49-4 145-42-6, Sodium 
taurocholate 151-21-3, Sodium dodecyl sulfate, biological studies 
300-62-9, Amphetamine 302-95-4, Sodium deoxycholate 577-11-7 
863-57-0, Sodium glycocholate 1984-06-1, Sodium caprylate 2644-64-6, 
Dipalmitoylphosphatidylcholine 3239-44-9, Dexf enf luramine 3476-42-4 
7491-09-0 7647-14-5, Sodium chloride, biological studies 9002-72-6, 
Growth hormone 9002-92-0, brij-35 9002-93-1, triton x-100 
9005-64-5, tween-20 9005-65-6, tween-80 9005-66-7, tween-40 
9007-92-5, Glucagon, biological studies 11061-68-0, Human 
insulin 13699-45-1 19698-29-4, Dipalmitoyl phosphatidic acid 
29557-51-5, Dodecylphosphocholine 42907-92-6, Sodium 
taurodihydrofusidate 58930-05-5 59122-55-3, Dodecyl 
p-D-glucopyranoside 75621-03-3 75795-82-3 96829-58-2, Orlistat 
106650-56-0, Sibutramine 169494-85-3, Leptin 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceutical composition; preparation of lipophilic human glucagon 
-like peptide-1 derivs. with protracted action profiles) 
IT 204521-68-6DP, lipophilic derivs. 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; 
THU (Therapeutic use) ; BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT 106612-94-6 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); RCT (Reactant); THU (Therapeutic use) ; 
BIOL (Biological study); RACT (Reactant or reagent); USES (Uses) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT 87805-34-3DP, Glucagon-like peptide I (human) , 

lipophilic derivs. 89750-14-1DP, Glucagon-related 

peptide I, lipophilic derivs. 99658-04-5DP, lipophilic derivs. 

104364-62-7DP, Glucagon-related peptide I (guinea pig 

clone gpGCG-2), lipophilic derivs. 106612-94-6DP, 

Glucagon-like peptide 1(7-37) (human), lipophilic derivs. 

107444-51-9DP, lipophilic derivs. 12118 1-17-7DP, Glucagon 

-related peptide 1 (Octodon degus), lipophilic derivs. 123475-27-4DP, 

lipophilic derivs. 123475-28-5DP, lipophilic derivs. 

123512-62-9DP, lipophilic derivs. 157569-66-9DP, lipophilic 

derivs. 157629-57-7DP, lipophilic derivs. 204521-54-0P 

204521-55-1P 204521-56-2P 204521-57-3P 

204521-58-4P 204521-59-5P 204521-69-7DP, lipophilic 

derivs. 204521-70-0DP, lipophilic derivs. 204521-72-2DP 

, lipophilic derivs. 204521-81-3DP, lipophilic derivs. 

204521-82-4DP, lipophilic derivs. 204521-83-5DP, 

lipophilic derivs. 204521-84-6DP, lipophilic derivs. 

204521-85-7DP, lipophilic derivs. 204521-86-8DP, 

lipophilic derivs. 204521-87-9DP, lipophilic derivs. 

204521-88-0DP, lipophilic derivs. 204521-89-1DP, 

lipophilic derivs. 204521-90-4DP, lipophilic derivs. 

204521-91-5DP, lipophilic derivs. 204521-92-6DP, 

lipophilic derivs. 204655-84-5DP, lipophilic derivs. 

204655-85-6DP, lipophilic derivs. 204655-86-7DP, 
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204656-40-6P 
204656-43-9DP, 
lipophilic derivs . 
204656-46-2DP, 
lipophilic derivs. 
204656-49-5DP, 
lipophilic derivs. 



lipophilic derivs. 
204656-57-5DP, 
lipophilic derivs. 
204656-60-0DP, 
204656-61-1P 204656-62-2DP, 
204656-63-3DP, lipophilic derivs. 



204656-68-8DP, 

lipophilic derivs. 
204656-71-3DP, 
lipophilic derivs. 
204656-74-6DP, 
lipophilic derivs. 
204656-77-9DP, 
lipophilic derivs. 
204656-80-4DP, 
lipophilic derivs. 



204656-86-0DP, 

lipophilic derivs. 
204656-89-3DP, 
lipophilic derivs.. 
204656-92-8DP, 
lipophilic derivs. 
204656-95-1DP, 
lipophilic derivs. 
204996-97-4P, NNC 



204656-41-7P 



lipophilic derivs. 204655-87-8P 204655-88-9P 
204655-89-0DP, lipophilic derivs. 204655-90-3DP, 
lipophilic derivs. 204655-91-4DP, lipophilic derivs. 
204655-92-5DP, lipophilic derivs. 204655-93-6DP, 
lipophilic derivs. 204655-94-7P 204655-96-9P 

204655- 97-0P 204655-98-1P 204655-99-2P 

204656- 00-8P 204656-01-9P 204656-02-0P 
204656-03-1DP, lipophilic derivs. 204656-04-2DP, 
lipophilic derivs. 204656-05-3DP, lipophilic derivs. 
204656-06-4DP, lipophilic derivs. 204656-07-5DP, 
lipophilic derivs. 204656-08-6P 204656-09-7P 
204656-10-OP 204656-11-1P 204656-12-2DP, lipophilic 
derivs. 204656-13-3DP, lipophilic derivs. 204656-14-4DP 
, lipophilic derivs. 204656-15-5DP, lipophilic derivs. 
204656-16-6P 204656-17-7P 204656-18-8P 
204656-20-2P 204656-21-3P 204656-22-4DP, 
lipophilic derivs. 204656-24-6DP, lipophilic derivs. 
204656-25-7P 204656-26-8P 204656-27-9P 
204656-28-0P 204656-29-1DP, lipophilic derivs. 
204656-30-4DP, lipophilic derivs. 204656-31-5P 
204656-32-6DP, lipophilic derivs. 204656-33-7P 
204656-34-8P 204656-35-9P 204656-36-0P 
204656-37-1DP, lipophilic derivs. 204656-38-2P 
204656-39-3DP, lipophilic derivs. 
204656-42-8DP, lipophilic derivs. 
lipophilic derivs. 204656-44-0DP, 
204656-45-1DP, lipophilic derivs. 
lipophilic derivs. 204656-47-3DP, 
204656-48-4DP, lipophilic derivs. 
lipophilic derivs. 204656-50-8DP, 
204656-51-9P 204656-52-0DP, lipophilic derivs. 
204656-53-1DP, lipophilic derivs. 204656-54-2DP, 
lipophilic derivs. 204656-55-3DP, 
204656-56-4DP, lipophilic derivs. 
lipophilic derivs. 204656-58-6DP, 
204656-59-7DP, lipophilic derivs. 
lipophilic derivs . 
lipophilic derivs . 

204656-64-4DP, lipophilic derivs. 204656-65-5DP, 
lipophilic derivs. 204656-66-6DP, lipophilic derivs. 
204656-67-7DP, lipophilic derivs. 
lipophilic derivs. 204656-69-9DP, 
204656-70-2DP, 'lipophilic derivs. 
lipophilic derivs. 204656-72-4DP, 
204656-73-5DP, lipophilic derivs. 
lipophilic derivs. 204656-75-7DP, 
204656-76-8DP, lipophilic derivs. 
lipophilic derivs. 204656-78-0DP, 
204656-79-1DP, lipophilic derivs. 
lipophilic derivs. 204656-81-5DP, 
204656-82-6DP, lipophilic derivs. 204656-83-7DP, 
lipophilic derivs. 204656-84-8DP, lipophilic derivs. 
204656-85-9DP, lipophilic derivs. 
lipophilic derivs. 204656-87-1DP, 
204656-88-2DP, lipophilic derivs. 
lipophilic derivs. 204656-90-6DP, 
204656-91-7DP, lipophilic derivs. 
lipophilic derivs. 204656-93-9DP, 
204656-94-0DP, lipophilic derivs. 
lipophilic derivs. 204656-96-2DP, 
204656-97-3DP, lipophilic derivs. 
901167 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
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study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of lipophilic human glucagon-like peptide-1 derivs . 
with protracted action profiles) 
IT 434-13-9, Lithocholic acid 14464-31-4 14464-32-5 45120-30-7, 
L-Glutamic acid ct-tert-butyl ester 69888-86-4 128746-57-6 
146004-82-2 146004-83-3 146004-84-4 146004-85-5 204521-68-6 
204521-69-7 204521-70-0 204521-71-1 

204521-72-2 204521-73-3 204521-75-5 204655-83-4 
204655-95-8 

RL : RCT ( React ant ) ; RACT (React ant or reagent) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 

with protracted action profiles) 
IT 104211-94-1P 204521-61-9P 204521-63-1P 204521-65-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 

with protracted action profiles) 
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AB 



Glucagon-like peptide-1 (GLP-1) 
the treatment of diabetes. The 
formulation that comprises a th 
pharmaceutically acceptable pre 
that has a pH between about 8 . 2 
dissolved in water at 1.0 mg/mL 
aliquot of peptide solution in 
m-cresol-3.2% glycerol-0 . 02M pH 
to 8.50. Aliquots of the solut 



has been shown to be useful in 
invention encompasses a shelf-stable 
erapeutically effective amount of GLP-1, a 
servative, and a tonicity modifier, and 
to about 8.8. Val(8) GLP-1 (66.2 mg) was 
and adjusted to pH 8.51. A 21.5 mL 
water was mixed with 21.5 mL of 0.63% 

8.5 Tris buffer and the final pH was set 
ion, containing 0.5 mg/mL peptide in 0.315% 
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m-cresol-1 . 6% glycerol- 0.01M Tris at pH 8.50, were pipetted into 

parenteral vials. GLP-1 in Tris buffer had the highest purity, and hence 

the highest stability values. 
ST shelf life stability formulation glucagon peptide; 

glucagon like peptide shelf life stability 
IT Drug delivery systems 

(parenterals; shelf -stable formulation of glucagon-like 
peptide-1) 
IT Buffers 

Drug delivery systems 

Surfactants 

(shelf -stable formulation of glucagon-like peptide-1) 
IT 56-87-1, Lysine, biological studies 77-86-1, Tris 

RL: MOA (Modifier or additive use); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(shelf-stable formulation of glucagon-like peptide-1) 
IT 89750-14-1, Glucagon-like peptide I 123475-28-5 
127650-06-0 194551-05-8 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological 
study); USES (Uses) 

(shelf-stable formulation of glucagon-like peptide-1) 
IT 9002-92-0, Brij-35 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(shelf-stable formulation of glucagon-like peptide-1) 
RE.CNT 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Gen Hospital Corp; WO 8706941 A 1987 HCAPLUS 

(2) Habener, J; US 5118666 A 1992 HCAPLUS 

(3) Lilly Co Eli; EP 0733644 A 1996 HCAPLUS 

(4) London Health Ass; WO 9531214 A 1995 HCAPLUS 

(5) Novonordisk As; WO 9620005 A 1996 HCAPLUS 
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EP 997151 A3 20000920 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO 
ZA 2001001541 A 20020523 ZA 2001-1541 20010223 <-- 

NO 2001000982 A 20010427 NO 2001-982 20010227 <-- 

HR 2001000141 Al 20020228 HR 2001-141 20010227 <— 

PRAI US 1998-98273P P 19980828 <-- 
US 1998-100012P P 19980911 <— 
WO 1999-US19348 W 19990824 

AB The claimed invention relates to a method of administering 

glucagon-like peptide-1 mols. b y inhalatio n, a method for treating 
diabetes by administering glucagon-like peptide-1 mols. by 
inhalation, and a method for treating hyperglycemia by administering 
glucagon-like peptide-1 mols. by inhalation. There was good 
bioavailability of Val8-GLP-1 delivered to the lungs of dogs by inhalation 
relative to s.c. administration. 

ST glucagon like peptide inhalation; antidiabetic insulinotropic 
peptide inhalation 

IT Drug delivery systems 

(inhalants; inhalation administration of insulinotropic peptides) 

IT Antidiabetic agents 

(inhalation administration of insulinotropic peptides) 

IT Drug delivery systems 

(sprays; inhalation administration of insulinotropic peptides) 

IT 194551-05-8, Val8-GLP-1 

RL: BAC (Biological, activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic 
use); BIOL (Biological study); PROC (Process); USES (Uses) 
(inhalation administration of insulinotropic peptides) 

IT 89750-14-1, Glucagon-like peptide I 89750-14-1D 
, Glucagon-like peptide I, derivs. 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(inhalation administration of insulinotropic peptides) 
IT 260551-81-3 260551-82-4 260551-84-6 

RL: PRP (Properties) 

(unclaimed protein sequence; method for administering insulinotropic 
peptides ) 

RE.CNT 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS RECORD 
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(1) Buckley; US 5545618 A 1996 HCAPLUS 

(2) Chen; US 5512549 A 1996 HCAPLUS 
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TI Differentiation of non-insulin producing cells into insulin producing 

cells by GLP-1 or Exendin-4 and uses thereof 
IN Egan, Josephine; Perfetti, Riccardo; Passaniti, Antonino; Greig, Nigel; 

Holloway, Harold 

PA United States of America, Department of Health and Human Services, USA 
SO PCT Int. Appl., 119 pp. 

CODEN: PIXXD2 
DT Patent 
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AB The present invention relates to a population of insulin producing cells 

made by a process comprising contacting non-insulin producing cells with a 
growth" factor selected from the group consisting of GLP-1 or Exendin-4, 
growth factors having amino acid sequences substantially homologous to 
GLP-1 or Exendin-4, and fragments thereof. The present invention also 
relates to methods of differentiating non-insulin producing cells into 
insulin producing cells and of enriching a population of cells for 
insulin-producing cells. The present invention also relates to methods of 
treating diabetes. Exendin-4 was more potent an insulinotropic agent than 
GLP-1 on several levels when given i.v. 

ST insulin cell differentiation growth factor; glucagon like 

peptide 1 insulin cell differentiation; Exendin 4 insulin cell 
differentiation; diabetes treatment cell differentiation insulin 

IT Animal cell line 

(AR42J; differentiation of non-insulin producing cells into insulin 
producing cells by GLP-1 or Exendin-4 and uses thereof) 

IT Pancreas - 

(acinar cell; differentiation of non-insulin producing cells into 
insulin producing cells by GLP-1 or Exendin-4 and uses thereof) 
IT Pancreas 

(cell of; differentiation of non-insulin producing cells into insulin 
producing cells by GLP-1 or Exendin-4 and uses thereof) 
IT Cell . 

Cell differentiation 

(differentiation of non-insulin producing cells into insulin producing 
cells by GLP-1 or Exendin-4 and uses thereof) 
IT Glucagon-like peptide-1 receptors 

RL: BOC (Biological occurrence); BPR (Biological process); BSU (Biological 
study, unclassified); BIOL (Biological study); OCCU (Occurrence); PROC 
(Process ) 

(differentiation of non-insulin producing cells into insulin producing 
cells by GLP-1 or Exendin-4 and uses thereof) 
IT mRNA 

RL: BOC (Biological occurrence); BPN (Biosynthetic preparation); BSU 
(Biological study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological 
study); OCCU (Occurrence); PREP (Preparation); USES (Uses) 

(for insulin; differentiation of non-insulin producing cells into 
insulin producing cells by GLP-1 or Exendin-4 and uses thereof) 
IT Diabetes mellitus 

(insulin-dependent, treatment of; differentiation of non-insulin 
producing cells into insulin producing cells by GLP-1 or Exendin-4 and 
uses thereof) 
IT Animal cell 

(mammalian; differentiation of non-insulin producing cells into insulin 
producing cells by GLP-1 or Exendin-4 and uses thereof) 
IT Cell 
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(stem; differentiation of non-insulin producing cells into insulin 
producing cells by GLP-1 or Exendin-4 and uses thereof) 
IT Antigens 

RL: PEP (Physical, engineering or chemical process); PROC (Process) 

(surface, alteration of, on cell surface; differentiation of 

non-insulin producing cells into insulin producing cells by GLP-1 or 

Exendin-4 and uses thereof) 
IT Diabetes mellitus 

(treatment of; differentiation of non-insulin producing cells into 

insulin producing cells by GLP-1 or Exendin-4 and uses thereof) 
IT 9004-10-8P, Insulin, biological studies 

RL: BOC (Biological occurrence) ; BPN (Biosynthetic preparation) ; BSU 
(Biological study, unclassified); THLJ (Therapeutic use); BIOL (Biological 
study); OCCU (Occurrence); PREP (Preparation); USES (Uses) 

(differentiation of non-insulin producing cells into insulin producing 

cells by GLP-1 or Exendin-4 and uses thereof) 
IT 9007-92-5, Glucagon, biological studies 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study); OCCU (Occurrence) 

(differentiation of non-insulin producing cells into insulin producing 

cells by GLP-1 or Exendin-4 and uses thereof) 
IT 89750-14-1, Glucagon-like peptide I 89750-14-1D 

, Glucagon-like peptide I, homologs or fragments 141732-76-5, 
Exendin-4 141732-76-5D, Exendin-4, homologs or fragments 
RL: BPR (Biological process); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 

(differentiation of non-insulin producing cells into insulin producing 

cells by GLP-1 or Exendin-4 and uses thereof) 
IT 7440-70-2, Calcium, biological studies 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study); OCCU (Occurrence) 

(intracellular, GLP-1 effect on; differentiation of non-insulin 

producing cells into insulin producing cells by GLP-1 or Exendin-4 and 

uses thereof) 
IT 9000-92-4P, Amylase 

RL: BPN (Biosynthetic preparation); BIOL .( Biological study); PREP 
(Preparation) 

(pancreatic cells producing; differentiation of non-insulin producing 
cells into insulin producing cells by GLP-1 or Exendin-4 and uses 
thereof) 

IT 259127-56-5, 8: PN: WO0009666 SEQID: 19 unclaimed DNA 259127-57-6, 9: 
PN: WO0009666 SEQID: 20 unclaimed DNA 259127-58-7 259127-59-8 
259127-60-1 259127-61-2 259127-62-3 259127-65-6, 19: PN: WO0009666 
PAGE: 58 unclaimed DNA 259127-66-7, 20: PN: WO0009666 PAGE: 58 unclaimed 
DNA 

RL: PRP (Properties) . 

(unclaimed nucleotide sequence; differentiation of non-insulin 
producing cells into insulin producing cells by GLP-1 or Exendin-4 and 
uses thereof) 

IT 203743-40-2 238411-01-3 238411-05-7 238411-07-9 238411-10-4 
238748-48-6 259127-63-4, 15: PN: WO0009666 PAGE: 46 unclaimed DNA 
259127-64-5, 16: PN: WO0009666 PAGE: 46 unclaimed DNA 259141-41-8 
RL: PRP (Properties) 

(unclaimed protein sequence; differentiation of non-insulin producing 
cells into insulin producing cells by GLP-1 or Exendin-4 and uses 
thereof) 

IT 106612-94-6 123475-27-4 123475-28-5 123475-29-6 

127650-06-0 165338-05-6, 1-31-Exendin 4 (Heloderma suspectum) 
210712-28-0, 1-30-Exendin 4 (Heloderma suspectum) 216172-92-8, 7-30- 
Glucagon-like peptide 1 (Octodon degus) 238091-78-6 
259088-25-0 259088-26-1 
RL: PRP (Properties) 

(unclaimed sequence; differentiation of non-insulin producing cells 
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into insulin producing cells by GLP-1 or Exendin-4 and uses thereof) 
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TI Use of GLP-1 and analogues for preventing type II diabetes 
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AB The present invention relates to a method for increasing the number and/or 
the size of beta cells, for stimulating beta cell proliferation and for 
preventing diabetes. The invention is based on the recognition that GLP-1 
acts as a beta cell growth factor. The invention also relates to a method 
for preventing or curing Type I or Type II diabetes, a method for 
obtaining a less severe disease stage in a subject suffering from Type II 
diabetes as well as methods of delaying the progression of impaired 
glucose tolerance (IGT) or non-insulin requiring Type II diabetes to 
insulin requiring Type II diabetes. The invention also relates to a cure 
for diabetes. 

ST GLP1 analog type II diabetes prevention 

IT Diabetes mellitus 

(insulin-dependent; use of GLP-1 and analogs for preventing type II 
diabetes) 
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IT Diabetes mellitus 

{non-insulin-dependent; use of GLP-1 and analogs for preventing type II 
diabetes) 
IT Antidiabetic agents 

(use of GLP-1 and analogs for preventing type II diabetes) 
IT 89750-14-1, Glucagon-like peptide I 89750-14-1D 
, Glucagon-like peptide I, analogs and agonists 
106612-94-6, Human glucagon-like peptide 1 (7-37) 
107444-51-9, Human glucagon-like peptide-1 (7-36) amide 
194551-05-8 204656-20-2 213754-29-1 213754-31-5 
213754-33-7 213754-35-9 224638-84-0 227472-22-2 
258289-68-8 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological 
study); USES (Uses) 

(use of GLP-1 and analogs for preventing type II diabetes) 

RE.CNT 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Byrne, M; Diabetic Medicine 1996, V13, P854 MEDLINE 

(2) Hoist, J; Diabetes 1998, V47, P1663 HCAPLUS 

(3) Novo Nordisk AS; WO 9808871 Al 1998 HCAPLUS 

L58 ANSWER 10 OF 21 HCAPLUS COPYRIGHT 2004 ACS on STN 
AN 1999:404857 HCAPLUS 
DN 131:49498 

ED Entered STN: 01 Jul 1999 

TI Glucagon-like peptide-1 crystals 

IN Hoffmann, James Arthur; fiermeling, Ronald Norbert; Narasimhan, 

Chakravarthy 
PA Eli Lilly and Company, USA 
SO PCT Int. Appl., 45 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K038-26 

ICS C07K014-605 
CC 63-6 (Pharmaceuticals) 

Section cross-reference ( s ) : 2 
FAN.CNT 2 



PATENT NO. 




KIND 


DATE 




APPLICATION NO. 


DATE 






PI WO 


9930731 




Al 


19990624 




WO 1998-US26480 


19981214 


< — 






W: AL, 


AM, 


AU, AZ, 


BA, BB, 


BG, 


BR, BY, CA, CN, CU, 


CZ, EE, 


GD, 


GE, 




GH, 


GM, 


HR, HU, 


ID, IL, 


IN, 


IS, JP, KE, KG, KP, 


KR, KZ, 


LC, 


LK, 




LR, 


LS, 


LT, LV, 


MD, MG, 


MK, 


MN, MW, MX, NO, NZ, 


PL, RO, 


RU, 


SD, 




SG, 


SI, 


SK, SL, 


TJ, TM, 


TR, 


TT, UA, UG, US, UZ, 


VN, YU, 


ZW, 


AM, 




AZ, 


BY, 


KG, KZ, 


MD, RU, 


TJ, 


TM 










RW: GH, 


GM, 


KE, LS, 


MW, SD, 


SZ, 


UG, ZW, BF, BJ, CF, 


CG, CI, 


CM, 


GA, 




GN, 


GW, 


ML, MR, 


NE, SN, 


TD, 


TG 








CA 


2315243 




AA 


19990624 




CA 1998-2315243 


19981214 


<-- 




EP 


926159 




A2 


19990630 




EP 1998-310245 


19981214 


< — 




EP 


926159 




A3 


20031126 














R: AT, 


BE, 


CH, DE, 


DK, ES, 


FR, 


GB, GR, IT, LI, LU, 


NL, SE, 


MC, 


PT, 




IE, 


SI, 


LT, LV, 


FI, RO 












AU 


9918218 




Al 


19990705 




AU 1999-18218 


19981214 


< — 




ZA 


9811466 




A 


20000614 




ZA 1998-11466 


19981214 


< — 




BR 


9813658 




A 


20001010 




BR 1998-13658 


19981214 


< — 




JP 


2002508332 


T2 


20020319 




JP 2000-538710 


19981214 


< — 




NZ 


505182 




- A 


20020531 




NZ 1998-505182 


19981214 


< — 




NO 


2000003081 


A 


20000808 




NO 2000-3081 


20000615 


< — 




HR 


2000000409 


Al 


20001031 




HR 2000-409 


20000616 


<-- 




PRAI US 


1997-69728P 


P 


19971216 


<- 










WO 


1998-US26480 


W 


19981214 


<- 











robinson - 09 / 868974 Page 43 

AB The invention provides individual tetragonal flat rod shaped or plate-like 
crystals of glucagon-like peptide-1 related mols., processes for 
their preparation, compns. and methods of use. The crystal prepns . exhibit - 
extended time action in vivo and are useful for treating diabetes, 
obesity, and related conditions. 

ST glucagon like peptide 1 crystal antidiabetic antiobesity 
sequence 

IT Antidiabetic agents 
Antiobesity agents 
Buffers 

Crystallization 
Protein sequences 

(glucagon-like peptide-1 crystals for extended action in 
treating diabetes and obesity) 
IT Alcohols, uses 
Disaccharides 
Monosaccharides 

RL: NUU (Other use, unclassified); USES (Uses) 

(glucagon-like peptide-1 crystals for extended action in 
treating diabetes and obesity) 
IT Crystal morphology 

(tetragonal; glucagon-like peptide-1 crystals for extended 
action in treating diabetes and obesity) 
IT 54249-88-6, Dipeptidyl peptidase iv 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(-protected GLP-1; glucagon-like peptide-1 crystals for 
extended action in treating diabetes and obesity) 
IT 56-40-6, Glycine, uses 56-84-8, Aspartic acid, uses 12.7-09-3, Sodium 
acetate 631-61-8, Ammonium acetate 6976-37-0, Bis-Tris 
RL: NUU (Other use, unclassified); USES (Uses) 

(buffer; glucagon-like peptide-1 crystals for extended action 
in treating diabetes and obesity) 
IT 106612-94-6P 194551-05-8P 213754-29-1P 213754-33-7P 
227472-22-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PEP (Physical, engineering or chemical process); PNU 
(Preparation, unclassified); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); PROC (Process); 
USES (Uses) 

(glucagon-like peptide-1 crystals for extended action in 
treating diabetes and obesity) 
IT 89750-14-1, Glucagon-like peptide I 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PEP (Physical, engineering or chemical process); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(glucagon-like peptide-1 crystals for extended action in 
treating diabetes and obesity) 
IT 50-69-1, Ribose 50-99-7, Glucose, uses 56-81-5, Glycerol, uses 

57-48-7, Fructose, uses 57-50-1, Sucrose, uses 59-23-4, Galactose, 
uses 63-42-3, Lactose 64-17-5, Ethanol, uses 67-56-1, Methanol, uses 
69-65-8, Mannitol 69-79-4, Maltose 71-23-8, Propanol, uses 
77-86-1, Tris buffer 99-20-7, Trehalose 1758-51-6, Erythrose 
7440-66-6, Zinc, uses 7646-85-7, Zinc chloride, uses 7783-20-2, 
Ammonium sulfate, uses 

RL: NUU (Other use, unclassified); USES (Uses) 

(glucagon-like peptide-1 crystals for extended action in 
treating diabetes and obesity) 
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AB Methods and formulations are presented that provide for (a) the oral 
absorption of GLP-1 peptides that bind surfactants; and (b) long-term 
storage of formulations containing these peptides. For example, a GLP-1/DSS 
complex is administered orally instead of parenterally, which is much more 
convenient for, and facilitates compliance with diabetic patients and 
persons with other GLP-1 treated conditions. 
ST GLP1 oral formulation antidiabetic sequence;- glucose lowering peptide 1 

oral formulation antidiabetic 
IT Cytoprotective agents 

(cardioprotective; oral GLP-1 formulations for antidiabetic and other 
therapeutic applications) 
IT Metabolism, animal 

(disorder, catabolic; oral GLP-1 formulations for antidiabetic and 
other therapeutic applications) 
IT Gene, animal 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(glp-1, peptide product; oral GLP-1 formulations for antidiabetic and 
other therapeutic applications) 
IT Peptides, biological studies 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); PEP (Physical, engineering 
or chemical process); PRP (Properties); THU (Therapeutic use); BIOL 
(Biological study); PROC (Process); USES (Uses) 

(glucose-lowering peptide 1; oral GLP-1 formulations for antidiabetic 
and other therapeutic applications) 
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IT Heart, disease 

(infarction; oral GLP-1 formulations for antidiabetic and other 
therapeutic applications) 
IT Antidiabetic agents 
Antiobesity agents 
Preservatives 
Protein sequences 
Surfactants 

(oral GLP-1 formulations for antidiabetic and other therapeutic 
applications) 
IT Drug delivery systems 

(oral; oral GLP-1 formulations for antidiabetic and other therapeutic 
applications) 
IT Brain, disease 

(stroke; oral GLP-1 formulations for antidiabetic and other therapeutic 
applications) 
IT 106612-94-6 107444-51-9 

RL: BAC (Biological activity or effector, except adverse); BSLJ (Biological 
study, unclassified); PEP (Physical, engineering or chemical process); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(amino acid sequence; oral GLP-1 formulations for antidiabetic and 
other therapeutic applications) 
IT 56-81-5, 1, 2, 3-Propanetriol, biological studies 99-76-3, Methylparaben 
100-51-6, Benzyl alcohol, biological studies 123-03-5, Cetylpyridinium 
chloride 128-49-4, Docusate calcium 145-42-6, Sodium taurocholate 
151-21-3, Sodium dodecyl sulfate, biological studies 302-95-4, Sodium 
deoxycholate 361-09-1, Sodium cholate 577-11-7 863-57-0, Sodium 
glycocholate 1984-06-1, Sodium caprylate 7491-09-0, Docusate potassium . 
7647-14-5, Sodium chloride, biological studies 9002-92-0, Brij 
35 9002-93-1, Triton X-100 9005-65-6, Tween 80 9005-66-7, Tween 40 
29777-99-9D, N-alkyl derivs . 59122-55-3, Dodecyl p-D- 
glucopyranoside 75621-03-3 

RL: MOA (Modifier or additive use); PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(oral GLP-1 formulations for antidiabetic and other therapeutic 
applications) 

IT 108-39-4, biological studies 108-95-2, Phenol, biological studies 

RL: MOA (Modifier or additive use); PEP (Physical, engineering or chemical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(preservative; oral GLP-1 formulations for antidiabetic and other 

therapeutic applications) 
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AB A combination of >2 of (a) >1 hormone which stimulates cAMP 

production, (b) >1 substance which inhibits the breakdown of a cyclic 
nucleotide, and (c) >1 hormone which stimulates cGMP production is 
superior to any of these substances alone in stimulating insulin secretion 
and decreasing the blood glucose level. Component (a) is an analog or 
deriv. of glucagon-like peptide 1, (b) is a phosphodiesterase 
inhibitor, and (c) is a guanylate cyclase C-activating peptide, esp. a 
guanylin or uroguanylin fragment. These may be combined with addnl . 
peptide hormones which affect islet cell secretion (no data) . 

ST antidiabetic peptide cAMP cGMP formation; obesity treatment 
glucagon like peptide; phosphodiesterase inhibitor diabetes 
obesity treatment; guanylin diabetes obesity treatment; uroguanylin 
diabetes obesity treatment 

IT Pancreas, disease 

(chronic pancreatitis, secondary hyperglycemia in, treatment of; 
peptide, composition for treating diabetes mellitus and obesity) 

IT Nucleotides, biological studies 

RL: BPR (Biological process); BSU (Biological study, unclassified); MFM 
(Metabolic formation); BIOL (Biological study); FORM (Formation, 
nonpreparative) ; PROC (Process) 

(cyclic; peptide composition for treating diabetes mellitus and obesity) 

IT Lipoproteins 

(dyslipoproteinemia, treatment of; peptide composition for treating diabetes 
mellitus and obesity) 
IT Lipoproteins 

(hyperlipoproteinemia, treatment of; peptide composition for treating 
diabetes mellitus and obesity) 
IT Muscle, disease 

(hypotonia, treatment of; peptide composition for treating diabetes mellitus 
and obesity) 
IT Antidiabetic agents 
Antiobesity agents 

(peptide composition for treating diabetes mellitus and obesity) 
IT Acromegaly 

Cushing's syndrome 
Hemochromatosis 
Hyperthyroidism 
Pheochromocytoma 

(secondary hyperglycemia in, treatment of; peptide composition for treating 
diabetes mellitus and obesity) 
IT Drug interactions 

(synergistic; peptide composition for treating diabetes mellitus and 



robinson - 09 / 868974 Page 47 

obesity) 

IT 9054-75-5, Guanylate cyclase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(C; -activating peptides, for treating diabetes mellitus and obesity) 

IT 9025-82-5, Phosphodiesterase 9036-21-9, Phosphodiesterase III 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(inhibitors; peptide composition for treating diabetes mellitus and obesity) 

IT 58-55-9, Theophylline, biological studies 58-74-2, Papaverine 
1393-25-5D, Secretin, analogs and derivs . 9007-92-5D, Glucagon 
, analogs and derivs., biological studies 27277-00-5, ICI 63197 
28822-58-4, IBMX 29925-17-5, Ro 20-1724 37221-79-7D, Vasoactive 
intestinal peptide, analogs and derivs. 41078-02-8, Enprofylline 
51022-77-6, Etazolate 57076-71-8, Denbufylline 59392-49-3D, Gastric 
inhibitory peptide, analogs and derivs. 61413-54-5, Rolipram 
68550-75-4, Cilostamide 70018-51-8, Quazinone 70386-06-0, Y-590 
71567-77-6D, Glicentin, analogs and derivs. 73384-60-8, Sulmazole 
73963-72-1, Cilostazol 74150-27-9, Pimobendan 77671-31-9, Enoximone 
78415-72-2, Milrinone 83652-28-2D, Calcitonin gene-related peptide, 
analogs and derivs. 84243-58-3, Imazodan 84490-12-0, Piroximone 
87164-90-7, ICI 153110 89541-55-9, SKF 94120 89750-14-1, 
Glucagon-like peptide I 89750-15-2D, Glucagon-like 

peptide 2, analogs and derivs. 90697-57-7, Motapizone 93851-00-4, ICI 
118233 94192-59-3, Lixazinone 98326-33-1, MCI-154 100510-33-6, 
Adibendan 100643-96-7, Indolidan 101041-95-6, Org 30029 101975-10-4, 
Zardaverine 102669-89-6, Saterinone 106602-62-4 D, Amylin, analogs and 
derivs. 106612-94-6 107444-51-9, 7-36-Glucagon-like 
peptide 1 amide 108381-22-2, UD-CG 212 112018-01-6, Bemoradan 
115344-47-3, Siguazodan 119637-73-9 120223-30-5, EMD 54622 
123475-27-4 123475-28-5 127650-06-0 137061-48-4 D, 

Pituitary adenylate cyclase-activating peptide, analogs and derivs. 
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13&!324-99-9 138325-00-5 138347-75-8 138347-76-9 

139308-65-9, Tolafentrine 144035-83-6, RP 73401 14 4 940-98-7D, 
Guanylin, peptides of 145319-90-OD, Guanylin (human .reduced) , peptides 
of 154721-84-3 154 835-90-2D, Adrenomedullin, analogs and derivs. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological 
study); USES (Uses) 

(peptide composition for treating diabetes mellitus and obesity) 
IT 60-92-4, CAMP 7665-99-8, CGMP 

RL: BPR (Biological process); BSU (Biological study, unclassified); MFM 
(Metabolic formation); BIOL (Biological study); FORM (Formation, 
nonpreparative) ; PROC f Process) 

(peptide composition for treating diabetes mellitus and obesity) 
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AB GLP-1 (1-45) or a fragment or an analog thereof can be used in the preparation 
of a therapeutic agent for peripheral administration in the suppression of 
appetite or induction of satiety. Pharmaceutical formulations containing the 
GLP-1 peptides are also claimed. 

ST GLP1 peptides appetite suppression satiety 

IT Neoplasm 

(isolation and purification of GLP1 peptides from anorectic tumors; use of 
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GLP-1 peptides for suppression of appetite or induction of satiety) 
IT Appetite 

(satiety; use of GLP-1 peptides for suppression of appetite or 
induction of satiety) 
IT Antiobesity agents 

Appetite depressants 

(use of GLP-1 peptides for suppression of appetite or induction of 
satiety) 
IT Drug delivery systems 

(use of formulations containing GLP-1 peptides for suppression of appetite 
or induction of satiety) 
IT 87805-34-3P, Glucagon-like peptide I (human) 99658-04-5P 
104364-62-7P, Glucagon-like peptide I (guinea pig clone 
gpGCG-2) 106612-94-6P 107444-51-9P 119637-73-9P 
120500-32-5P 121181-17-7P, Glucagon-like peptide 1 (Octodon 
degus) 123475-27-4P 123475-28-5P 123512-62-9P 
127650-06-OP 138324-89-7P 138324-90-0P 157507-31-8P 
157569-66-9P 157629-57-7P 157629-58-8P 
163912-67-2P 204656-63-3P 204656-67-7P 207748-60-5P 
207748-61-6P 207748-62-7P 207748-63-8P 
207748-64-9P 207748-68-3P 207868-84-6P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PUR (Purification or recovery); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(use of GLP-1 peptides for suppression of appetite or induction of 
satiety) 
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AB Lipophilic human glucagon-like peptide-1 (GLP-1) derivs . and 

analogs thereof having a lipophilic substituent have interesting 

Pharmacol, properties, in particular . they have a more protracted profile 

of action than GLP-1 (7-37 ) . Thus, coupling of GLP-1 (7-37 ) -OH with 

Me (CH2) 12CO-Glu (OSu) -OCMe3 (Su = succinimidyl ) (preparation given), followed by 

deesterif ication with "CF3C02H and chromatog. purification gave 8% bis-adduct 

Lys[Me(CH2)12CO-y-Glu]26,34-GLP-l(7-37)-OH (NNC 90-1167). Several 

prepared lipophilic GLP-1 analogs were tested for protracted plasma 

concentration 

in pigs and were found to be much more persistent than GLP-1 (7-37). In 
addition, the time of peak plasma concentration was found to vary within wide 
limits 
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depending on the particular lipophilic GLP-1 derivative selected. The 
efficacy of several prepared derivs. was tested by stimulation of cAMP in a 
cell line expressing cloned human GLP-1 receptor. 
ST lipophilic glucagon like peptide prepn antidiabetic; antiobesity 

agent lipophilic glucagon like peptide 
IT Carboxylic acids, preparation 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(dicarboxylic, long-chain, glucagon-like peptide conjugates; 
preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT Fatty acids, preparation 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(glucagon-like peptide conjugates; preparation of lipophilic human 
glucagon-like peptide-1 derivs. with protracted action 
profiles) 
IT Antidiabetic agents 
Antiobesity agents 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT 106612-94-6 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); RCT (Reactant); THU (Therapeutic use) ; 
BIOL (Biological study); RACT (Reactant or reagent); USES (Uses) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT 87805-34-3DP, Glucagon-like peptide I (human) , 

lipophilic derivs. 89750-14-1DP, Glucagon-related 

peptide I, lipophilic derivs. 99658-04-5DP, lipophilic derivs. 

104364-62-7DP, Glucagon-related peptide I (guinea pig 

clone gpGCG-2), lipophilic derivs. 106612-94-6DP, 

Glucagon-like peptide 1(7-37) (human), lipophilic derivs. 

107444-51-9DP, lipophilic derivs. 121 18 1-17-7DP, Glucagon 

-related peptide 1 (Octodon degus), lipophilic derivs. 1234 75-27-4 DP, 

lipophilic derivs. 123475-28-5DP, lipophilic derivs. 

123512-62-9DP, lipophilic derivs. 157569-66-9DP, lipophilic 

derivs. 157629-57-7DP, lipophilic derivs. 204521-54-0P 

204521-55-1P 204521-56-2P 204521-57-3P 

204521-58-4P 204521-59-5P 204521-68-6DP, lipophilic 

derivs. 204521-69-7DP, lipophilic derivs. 204521-70-ODP 

, lipophilic derivs. 204521-72-2DP, lipophilic derivs. 

204521-81-3DP, lipophilic derivs. 204521-82-4DP, 

lipophilic derivs. 204521-83-5DP, lipophilic derivs. 

204521-84-6DP, lipophilic derivs. 204521-85-7DP, 

lipophilic derivs. 204521-86-8DP, lipophilic derivs. 

204521-87-9DP, lipophilic derivs. 204521-88-0DP, 

lipophilic derivs. 204521-89-1DP, lipophilic derivs. 

204521-90-4DP, lipophilic derivs. 204521-91-5DP, 

lipophilic derivs. 204521-92-6DP, lipophilic derivs. 

204655-84-5DP, lipophilic derivs. 204655-85-6DP, 

lipophilic derivs. 204655-86-7DP, lipophilic derivs. 

204655-87-8P 204655-88-9P 204655-89-0DP, 

lipophilic derivs. 204655-90-3DP, lipophilic derivs. 

204655-91-4DP, lipophilic derivs. 204655-92-5DP, 

lipophilic derivs. 204655-93-6DP, lipophilic derivs. 

204655-94-7P 204655-96-9P 204655-97-0P 

204655- 98-1P 204655-99-2P 204656-00-8P 

204656- 01-9P 204656-02-0P 204656-03-1DP, lipophilic 
derivs. 204656-04-2DP, lipophilic derivs. 204656-05-3DP 
, lipophilic derivs. 204656-06-4DP, lipophilic derivs. 
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204656-07-5DP, lipophilic derivs . 204656-08-6P 
204656-09-7P 204656-10-OP 204656-11-1P 
204656-12-2DP, lipophilic derivs. 204656-13-3DP, 
lipophilic derivs. 204656-14-4DP, lipophilic derivs. 
204656-15-5DP, lipophilic derivs. 204656-16-6P 
204656-17-7P 204656-18-8P 204656-20-2P 
204656-21-3P 204656-22-4DP, lipophilic derivs. 
204656-24-6DP, lipophilic derivs. 204656-25-7P 
204656-26-8P 204656-27-9P 204656-28-0P 
204656-29-1DP, lipophilic derivs. 204656-30-4DP, 
lipophilic derivs. 204656-31-5P 204656-32-6DP, 
lipophilic derivs. 204656-33-7P 204656-34-8P 
204656-35-9P 204656-36-0P 204656-37-1DP, 
lipophilic derivs. 204656-38-2P 204656-39-3DP, 



204656-41-7P 204656-42-8DP, 
lipophilic derivs . 
204656-45-1DP, 
lipophilic derivs. 
204656-48-4DP, 
lipophilic derivs . 



lipophilic derivs. 204656-40-6P 
lipophilic derivs. 204656-43-9DP, 
204656-44-0DP, lipophilic derivs. 
lipophilic derivs. 204656-46-2DP, 
204656-47-3DP, lipophilic derivs. 
lipophilic derivs. 204656-49-5DP, 
204656-50-8DP, lipophilic derivs. 204656-51-9P 
204656-52-0DP, lipophilic derivs. 204656-53-1DP, 
lipophilic derivs. 204656-54-2DP, lipophilic derivs. 
204656-55-3DP, lipophilic derivs. 204656-56-4DP, 
lipophilic derivs. 204656-57-5DP, lipophilic derivs. 
204656-58-6DP, lipophilic derivs. 204656-59-7DP, 
lipophilic derivs. 204656-60-0DP, lipophilic derivs. 
204656-61-1P 204656-62-2DP, lipophilic derivs. 
204656-63-3DP, lipophilic derivs. 204656-64-4DP, 
lipophilic derivs. 204656-65-5DP, 
204656-66-6DP, lipophilic derivs. 
lipophilic derivs. 204656-68-8DP, 
204656-69-9DP, lipophilic derivs. 
lipophilic derivs. 204656-71-3DP, 
204656-72-4DP, lipophilic derivs. 
lipophilic derivs. 204656-74-6DP, 
204656-75-7DP, lipophilic derivs. 
lipophilic derivs. 204656-77-9DP, 
204656-78-0DP, lipophilic derivs. 
lipophilic derivs. 204656-80-4DP, 
204656-81-5DP, lipophilic derivs. 
lipophilic derivs. 204656-83-7DP, 
204656-84-8DP, lipophilic derivs. 
lipophilic derivs. 204656-86-0DP, 
204656-87-1DP, lipophilic derivs. 
lipophilic derivs. 204656-89-3DP, 
204656-90-6DP, lipophilic derivs. 
lipophilic derivs. 204656-92-8DP, 
204656-93-9DP, lipophilic derivs. 
lipophilic derivs. 204656-95-1DP, 
204656-96-2DP, lipophilic derivs. 
lipophilic derivs. 204996-97-4P, 



lipophilic derivs . 
204656-67-7DP, 
lipophilic derivs . 
204656-70-2DP, 
lipophilic derivs.. 
204656-73-5DP, 
lipophilic derivs . 
204656-76-8DP, 
lipophilic derivs . 
204656-79-1DP, 
lipophilic derivs . 
204656-82-6DP, 
lipophilic derivs. 
204656-85-9DP, 
lipophilic .derivs. 
204656-88-2DP, 
lipophilic derivs. 
204656-91-7DP, 
lipophilic derivs. 
204656-94-ODP, 
lipophilic derivs. 
204656-97-3DP, 
NNC 901167 



RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT 434-13-9, Lithocholic acid 14464-31-4 14464-32-5 45120-30-7, 
L-Glutamic acid ct-tert-butyl ester 69888-86-4 128746-57-6 
146004-82-2 146004-83-3 146004-84-4 146004-85-5 204521-68-6 
204521-69-7 204521-70-0 204521-71-1 204521-72-2 204521-73-3 
204 521-75-5 204 655-83-4 204 655-95-8 
RL: RCT (Reactant); RACT (Reactant or reagent) 
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(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
IT 104211-94-1P 204521-61-9P 204521-63-1P 204521-65-3P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation) 
(Reactant or reagent) 

(preparation of lipophilic human glucagon-like peptide-1 derivs. 
with protracted action profiles) 
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AB The present invention provides novel complexes consisting of certain GLP-1 

mols. associated with a divalent metal cation that is capable of 
co-precipitating 

with a GLP-1 mol . Pharmaceutical compns. and methods of using such 
complexes for enhancing the expression of insulin in B-type islet cells is 
claimed, as is a method for treating maturity onset diabetes mellitus in 
mammals, particularly humans. 

ST GLP1 metal complex prepn insulinotropic 

IT Cations 

(divalent, complexes, with GLP-1 analogs; preparation and formulation of 

glucagon-like insulinotropic peptides) 
IT Diabetes mellitus 

(non-insulin-dependent; preparation and formulation of glucagon 

-like insulinotropic peptides) 
IT Antidiabetic agents 

Drug delivery systems 

(preparation and formulation of glucagon-like insulinotropic 

peptides) 
IT Coordination compounds 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(with GLP-1 analogs; preparation and formulation of glucagon-like 

insulinotropic peptides) 
IT 7440-66-6DP, Zinc, complexes with GLP-1 analogs, biological studies 
7646-85-7DP, Zinc chloride, complexes with GLP-1 analogs 
89750-14-1DP, Glucagon-related peptide I, analogs, 
divalent metal complexes 1074 4 4-51-9DP, Human glucagon like 
peptide-1 (7-36) amide, complexes with divalent cations 
194551-05-8DP, complexes with divalent metal cations 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation and formulation of glucagon-like insulinotropic 

peptides ) 

IT 9004-10-8, Insulin, biological studies 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(preparation and formulation of glucagon-like insulinotropic 
peptides) 
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AB The invention provides a gene therapy method for delivering safe and 
effective, long-term amts. of glucagon-like peptide 1 
GLP-1 (7-37) -based proteins useful for treating Type I and Type II 
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diabetes. The invention eliminates the need for s.c. injections and is 
able to provide tight glucose control. Plasmid vectors containing GLP-1 were 
constructed and pGT-h+tLB+GLP-1, pGT-h+tLB+Va!8GLP-l , or 
pMT-h+tLB+Val8GLP-l was transfected into human embryonic kidney cells. 
Monoclonal cell lines were screened for the ability to secrete 
GLP-1 (7-37) -based protein into the culture medium. Transformed 293 cells 
were cultured then surgically transplanted under the kidney capsule of 8 
wk old Zucker Diabetic Fatty male rats. 
ST glucagon like peptide 1 diabetes therapy; gene therapy GLP 1 
peptide recombinant; implant recombinant cell GLP 1 diabetes 
IT Animal cell line 

(293; glucagon-like peptide 1-based protein heterologous 
expression in transformed mammal cell line, gene therapy of diabetes, 
and transformed cell line implants) 
IT Metallothioneins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(gene promoter, in vector; glucagon-like peptide 1-based 
protein heterologous expression in transformed mammal cell line, gene 
therapy of diabetes, and transformed cell line implants) 
IT Animal cell line 
DNA sequences 
Genetic vectors 
Immunosuppressants 
Immunotherapy 
Mammal (Mammalia) 
Plasmid vectors 
Protein sequences 
Transformation, genetic 
Transplant and Transplantation 

(glucagon-like peptide 1-based protein heterologous 

expression in transformed mammal cell line, gene therapy of diabetes, 

and transformed cell line implants) 
IT Promoter (genetic element) 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

. (in vector; glucagon-like peptide 1-based protein 
heterologous expression in transformed mammal cell line, gene therapy 
of diabetes, and transformed cell line implants) 

IT Diabetes mellitus 

(insulin-dependent; glucagon-like peptide 1-based protein 
heterologous expression in transformed mammal cell line, gene therapy 
of diabetes, and transformed cell line implants) 

IT Diabetes mellitus 

(non-insulin-dependent; glucagon-like peptide 1-based protein 
heterologous expression in transformed mammal cell line, gene therapy 
of diabetes, and transformed cell line implants) 

IT Plasmid vectors 

(pGT-h+tLB+GLP-1; glucagon-like peptide 1-based protein 

heterologous expression in transformed mammal cell line, gene therapy 

of diabetes, and transformed cell line implants) 

IT Plasmid vectors 

(pGT-h+tLB+Val8GLP-l; glucagon-like peptide 1-based protein 
heterologous expression in transformed mammal cell line, gene therapy 
of diabetes, and transformed cell line implants) 

IT Plasmid vectors 

(pMT-h+tLB+Val8GLP-l; glucagon-like peptide 1-based protein 
heterologous expression in transformed mammal cell line, gene therapy 
of diabetes, and transformed cell line implants) 

IT Virus 

(promoter, in vector; glucagon-like peptide 1-based protein 
heterologous expression in transformed mammal cell line, gene therapy 
of diabetes, and transformed cell line implants) 
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IT Secretion (process) 

(protein; glucagon-like peptide 1-based protein heterologous 
expression in transformed mammal cell line, gene therapy of diabetes, 
and transformed cell line implants) 
IT 194551-05-8P 

RL: BPN (Biosynthetic preparation); PRP (Properties); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(amino acid sequence; glucagon-like peptide 1-based protein 
heterologous expression in transformed mammal cell line, gene therapy 
of diabetes, and transformed cell line implants) 
IT 106612-94-6P, Rat GLP-I(7-37) 

RL: BPN (Biosynthetic preparation); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(glucagon-like peptide 1-based protein heterologous 

expression in transformed mammal cell line, gene therapy of diabetes, 

and transformed cell line implants) 
IT 194616-47-2 194616-48-3 

RL: BPR (Biological process); BSU (Biological study, unclassified); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(nucleotide sequence; glucagon-like peptide 1-based protein 

heterologous expression in transformed mammal cell line, gene therapy 

of diabetes, and transformed cell line implants) 
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AB A method for the isolation and/or purification of a recombinant peptide by 
employing a fusion protein construct which includes a carbonic anhydrase 
and a variable fused polypeptide is provided. The method includes 

precipitating 

either the fusion protein construct or a fragment of the fusion protein 
construct including the carbonic anhydrase. Inclusion bodies which 
includes the fusion protein construct and a method of producing a peptide 
which includes expressing the fusion protein construct as a part of an 
inclusion body are also provided. Fusion protein constructs which include 
a carbonic anhydrase and certain target peptides are also provided. 
ST carbonic anhydrase fusion recombinant peptide prodn 
IT Staphylococcus aureus 

(V8, cleaving agent; production of peptides using recombinant carbonic 
anhydrase fusion protein constructs) 
IT Escherichia coli 

(host cell; production of peptides using recombinant carbonic anhydrase 
fusion protein constructs) 
IT Surfactants 

(precipitant; production of peptides using recombinant carbonic anhydrase 
fusion protein constructs) 
IT Inclusion bodies 

(production of peptides using recombinant carbonic anhydrase fusion protein 
constructs) 
IT Peptides, biological studies 

RL: BPN (Biosynthetic preparation); PUR (Purification or recovery); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(production of peptides using recombinant carbonic anhydrase fusion protein 

constructs ) 
IT Enzymes 

RL: CAT (Catalyst use); USES (Uses) 

(ubiquitin-cleaving; production of peptides using recombinant carbonic 

anhydrase fusion protein constructs) 
IT Chromatography, column and liquid 

(affinity, production of peptides using recombinant carbonic anhydrase 

fusion protein constructs) 
IT Precipitation 

(agents, production of peptides using recombinant carbonic anhydrase fusion 
protein constructs) 
IT Denaturants 

(chaotropic, precipitant; production of peptides using recombinant carbonic 
anhydrase fusion protein constructs) 
IT Proteins/ specific or class 

RL: BPN (Biosynthetic preparation); BPR (Biological process); BSU 
(Biological study, unclassified) ; PUR (Purification or recovery) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); PROC 
(Process); USES (Uses) 

(fusion products, with carbonic anhydrase; production of peptides using 
recombinant carbonic anhydrase fusion protein constructs) 
IT Substitution reaction 

( thiocyanation, production of peptides using recombinant carbonic anhydrase 
fusion protein constructs) 
IT 163912-67-2P 

RL: BPN (Biosynthetic preparation); PUR (Purification or recovery); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(GLP1 (1-34); production of peptides using recombinant carbonic anhydrase 

fusion protein constructs) 
IT 127650-06-OP 

RL: BPN (Biosynthetic preparation); PUR (Purification or recovery); 
THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(GLP1 (7-34); production of peptides using recombinant carbonic anhydrase 
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fusion protein constructs) 
IT 123475-27-4P 

RL: BPN (Biosynthetic preparation) ; PUR (Purification or recovery) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(GLP1 (7-36) ; production of peptides using recombinant carbonic anhydrase 
fusion protein constructs) 
IT 179765-26-5P 

RL: BPN (Biosynthetic preparation); PUR (Purification or recovery); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(GLP1 (7-37); production of peptides using recombinant carbonic anhydrase 
fusion protein constructs) 
IT 163912-74-1P, 1-4 1-Somatoliberin (human pancreatic islet) 

RL: BPN (Biosynthetic preparation) ; PUR (Purification or recovery) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(GRF (1-41); production of peptides using recombinant carbonic anhydrase 
fusion protein constructs) 
IT 90599-39-6P 

RL: BPN (Biosynthetic preparation); PUR (Purification or recovery); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(GRF (1-44); production of peptides using recombinant carbonic anhydrase 
fusion protein constructs) 
IT 52232-67-4P 

RL: BPN (Biosynthetic preparation); PUR (Purification or recovery); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(PTH (1-34); production of peptides using recombinant carbonic anhydrase 
fusion protein constructs) 
IT 179800-18-1P 

RL: BPN (Biosynthetic preparation); PUR (Purification or recovery); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(PTH (1-38) ; production of peptides using recombinant carbonic anhydrase 
fusion protein constructs) 
IT 75-05-8, Acetonitrile, uses 77-92-9, uses 25322-68-3 62309-51-7, 
Propanol 

RL: NUU (Other use, unclassified); USES (Uses) 

(organic solvent; production of peptides using recombinant carbonic 
anhydrase 

fusion protein constructs) 
IT 50-01-1, Guanidine hydrochloride 57-13-6, Urea, uses 7757-82-6, Sodium 
sulfate, uses 7783-20-2, Ammonium sulfate, uses 
RL: NUU (Other. use, unclassified); USES (Uses) 

(precipitant; production of peptides using recombinant carbonic anhydrase 
fusion protein constructs) 
IT 9001-03-ODP, Carbonic anhydrase, fusion products with protein 

RL: BPN (Biosynthetic preparation); BPR (Biological process); BSU 
(Biological study, unclassified) ; PUR (Purification or recovery) ; THU 
(Therapeutic use); BIOL (Biological study); PREP '( Preparation) ; PROC 
(Process); USES (Uses) 

(production of peptides using recombinant carbonic anhydrase fusion prote 
constructs) 

IT 9002-64-6P, Parathormone 9034-39-3P, Growth hormone releasing factor 
86546-19-2P 89750-14-1P, Glucagon-related peptide I 

RL: BPN (Biosynthetic preparation); PUR (Purification or recovery); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(production of peptides using recombinant carbonic anhydrase fusion prote 
constructs ) 

IT 506-68-3, Cyanogen bromide 7803-49-8, Hydroxylamine, uses 9001-92-7, 
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Endopeptidase 9002-04-4, Thrombin 9002-05-5, Blood coagulation factor 
Xa 9002-07-7, Trypsin 9004-07-3, Chymotrypsin 9014-01-1, Subtilisin 
9014-74-8, Enterokinase 9015-94-5, Renin, uses 9028-00-6, Clostripain 
9046-67-7, Carboxypeptidase y 27933-36-4, BNPS-skatole 
RL: CAT (Catalyst use); USES (Uses) 

(production of peptides using recombinant carbonic anhydrase fusion protein 

constructs) 

IT 59-66-5D, Acetazolamide, compds . 98-10-2D, Benzenesulf onamide, compds . 
RL: NUU (Other use, unclassified); USES (Uses) 

(support; production of peptides using recombinant carbonic anhydrase 
fusion protein constructs) 
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AB A method for the production of C-terminal amidated recombinant peptides is 
provided. The method employs a recombinant protein construct having 
multiple copies of a target peptide linked by intraconnecting peptides. 
The intraconnecting peptides permit the multicopy construct to be 
selectively reacted to produce product peptides having a C-terminal 
a-carboxamide . A recombinant gene containing a DNA sequence coding for 
the recombinant protein construct and an expression cassette, an 
expression vector and a transformed cell including the recombinant gene 
are also provided. 

ST amidated peptide prodn recombinant construct therapeutic 

IT Staphylococcus aureus 

(V8; production of C-terminal amidated peptides from recombinant protein 
constructs and therapeutic applications) 

IT Proteins, biological studies 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 
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(glycine-containing, peptide multicopy construct; production of C-terminal 
amidated peptides from recombinant protein constructs and therapeutic 
applications) 
IT Proteins, biological studies 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(homoserine-containing, peptide multicopy construct; production of 
C-terminal 

amidated peptides from recombinant protein constructs and therapeutic 

applications) 
IT Escherichia coli 

(host cell; production of C-terminal amidated peptides from recombinant 

protein constructs and therapeutic applications) 
IT Inclusion bodies 

(isolation of recombinant protein construct-containing inclusion body; 

production of C-terminal amidated peptides from recombinant protein 

constructs and therapeutic applications) 
IT Antigens 

Proteins, biological studies 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; USES (Uses) 

(peptide multicopy construct; production of C-terminal amidated peptides 
from recombinant protein constructs and therapeutic applications) 
IT Gene 

RL: BPR (Biological process); BSU (Biological study, unclassified); BUU 
(Biological use, unclassified); PRE* (Properties); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 

(peptide multicopy construct; production of C-terminal amidated peptides 
from recombinant protein constructs and therapeutic applications) 
IT ' Fermentation 

Genetic vectors 
Molecular cloning 

(production of C-terminal amidated peptides from recombinant protein 
constructs and therapeutic applications) 
IT Aromatic compounds 

RL: CAT (Catalyst use); USES (Uses) 

(thiocyanato-, S-cyanylating agent; production of C-terminal amidated 
peptides from recombinant protein constructs and therapeutic 
applications ) 
IT Enzymes 

RL: CAT (Catalyst use); USES (Uses) 

(ubiquitin-cleaving, cleavage reagent; production of C-terminal amidated 
peptides from recombinant protein constructs and therapeutic 
applications) 
IT Proteins, specific or class 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; USES (Uses) 

(DNA-binding, peptide multicopy construct; production of C-terminal 
amidated peptides from recombinant protein constructs and therapeutic 
applications) 
IT Peptides, biological studies 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; USES (Uses) 

(amides, production of C-terminal amidated peptides from recombinant 
protein constructs and therapeutic applications) 
IT Proteins, specific or class 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; USES (Uses) 
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(arginine-containing, peptide multicopy construct; production of C-terminal 
amidated peptides from recombinant protein constructs and therapeutic 
applications) 
IT Proteins, specific or class 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(cysteine-containing, peptide multicopy construct; production of C-terminal 
amidated peptides from recombinant protein constructs and therapeutic 
applications ) 
IT Proteins, specific or class 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(histidine-rich, peptide multicopy construct; production of C-terminal 
amidated peptides from recombinant protein constructs and therapeutic 
applications ) 

IT Proteins, specific or class, biological studies 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; USES (Uses) 

(ligand-binding, peptide multicopy construct; production of C-terminal 
amidated peptides from recombinant protein constructs and therapeutic 
applications) 
IT Proteins, specific or class 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; USES (Uses) 

(methionine-containing, peptide multicopy construct; production of 
C-terminal 

amidated peptides from recombinant protein constructs and therapeutic 
applications ) 
IT Genetic element 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(promoter, production of C-terminal amidated peptides from recombinant 

protein constructs and therapeutic applications) 
IT Substitution reaction 

(thiocyanation, production of C-terminal amidated peptides from recombinant 

protein constructs and therapeutic applications) 
IT Amidation 

(trans-, precursor peptide transamidation in exopeptidase presence; 

production of C-terminal amidated peptides from recombinant protein 

constructs and therapeutic applications) 
IT 90597-47-0, PeptidylGlycine monooxygenase 
RL: CAT (Catalyst use); USES (Uses) 

(C-ter-minal glycine decomposition to form amidated peptide; production of 

C-terminal amidated peptides from recombinant protein constructs and 

therapeutic applications) 
IT 123475-28-5P 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(GLP1 (7-35), target peptide; production of C-terminal amidated peptides 
from recombinant protein constructs and therapeutic applications) 
IT 90599-39-6P 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; USES (Uses) 

(GRF (1-44), target peptide; production of C-terminal amidated peptides 
from recombinant protein constructs and therapeutic applications) 
IT 52232-67-4P 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
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PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(PTH (1-34) target peptide; production of C-terminal amidated peptides from 
recombinant protein constructs and therapeutic applications) 
IT 30211-77-9, 2-Nitro-5-thiocyanatobenzoic acid 59016-56-7, 

l-Cyano-4- (dimethylamino) pyridinium tetraf luoroborate 179695-01-3 
179695-03-5 

RL: CAT (Catalyst use); USES (Uses) 

(S-cyanylating agent; production of C-terminal amidated peptides from 
recombinant protein constructs and therapeutic applications) 
IT 506-68-3, Cyanogen bromide 9001-33-6, Ficin 9001-73-4, Papain 

9001-92-7, Endopeptidase 9002-04-4, Thrombin 9002-05-5, Blood 

coagulation factor Xa 9002-07-7, Trypsin 9004-07-3, Chymotrypsin 

9014-01-1, Subtilisin 9014-74-8, Enterokinase 9015-94-5, Renin, uses 

9028-00-6, Clostripain 

RL: CAT (Catalyst use); USES (Uses) 

(cleavage reagent; production of C-terminal amidated peptides from 
recombinant protein constructs and therapeutic applications) 
IT 90.01-03-OP, Carbonic anhydrase 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 

PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 

(Preparation); USES (Uses) 

(peptide multicopy construct; production of C-terminal amidated peptides 
from recombinant protein constructs and therapeutic applications) 
IT 9031-96-3, Exopeptidase 

RL: CAT (Catalyst use); USES (Uses) 

(precursor peptide transamidation in exopeptidase presence; production of 
C-terminal amidated peptides from recombinant protein constructs and 
therapeutic applications) 
IT 1904-78-5, 2-Nitrobenzylamine 9031-98-5, Carboxypeptidase 9046-67-7, 

Carboxypeptidase Y 

RL: CAT (Catalyst use); USES (Uses) 

(precursor peptide transamidation; production of C-terminal amidated 

peptides from recombinant protein constructs and therapeutic 

applications) 
IT 14280-30-9, Hydroxide, reactions 

RL: RCT (Reactant); RACT (React ant or reagent) 

(reaction with S-cyanylated peptide to produce precursor peptide; 

production of C-terminal amidated peptides from recombinant protein 

constructs and therapeutic applications) 
IT 33507-63-0P, Substance P 

RL: BPN (Biosynthetic preparation); BUU (Biological use, unclassified); 
PRP (Properties); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(target peptide; production of C-terminal amidated peptides from 

recombinant protein constructs and therapeutic applications) 
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IN Wagner, Fred W.; Stout, Jay; Henriksen, Dennis; Partridge, Bruce; Manning, 
Shane 

PA Bionebraska, Inc., USA 
SO PCT Int. Appl., 70 pp. 
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DT Patent 
LA English 
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AB 


An 


enzymic method is provided for the formation of a recombinant 





TG 



SE 



polypeptide which has been modified at the C-terminal end through the use 
of a transpeptidation process. The method is suitable for modifying 
recombinant polypeptides of any source including those which may be com. 
available, those derived from recombinant single copy or multi-copy 
polypeptide constructs, or those derived from single or multi-copy 
recombinant fusion proteins constructs. The transpeptidation reaction 
involves contacting an endopeptidase enzyme with a recombinant polypeptide 
to substitute and addition unit, of one or more acids, for leaving unit, 
linked to a core polypeptide through a cleavage site recognized by the 
endopeptidase enzyme. Recombinant polypeptides derived from multi-copy 
polypeptide constructs may be cleaved from the multi-copy polypeptide at 
the N-terminal and C-terminal ends and simultaneously undergo substitution 
of the leaving unit by the desired addition unit. The invention utilizes 
known and newly discovered cleavage recognition sites of effectuate the 
desired modification products. Preparation of C-terminally amidated 
glucagon like peptide 1 and growth hormone releasing factor using 
trypsin and thrombin, resp., as an endopeptidase was demonstrated. 

ST recombinant peptide carboxy terminus amidation 

IT Antidiabetics and Hypoglycemics 

(C-terminally amidated glucagon like peptide 1 for) 

IT Osteoporosis 

(C-terminally amidated growth hormone releasing factor for treatment 
of) 

IT Escherichia coli 

(fusion protein prepared in transgenic Escherichia coli for modification 

via transpeptidation) 
IT Eukaryote 

(fusion protein prepared in transgenic eukaryotes for modification via 
transpeptidation) 
IT Prokaryote 

(fusion protein prepared in transgenic prokaryotes for modification via 

transpeptidation) 
IT Animal growth 

(disorder, short-stature, C-terminally amidated growth hormone 

releasing factor for treatment of) 
IT Uterus, disease 



robinson - 09 / 868974 Page 65 

(endometriosis, C-terminally amidated growth hormone releasing factor 
for treatment of) 
IT Amidation 

(trans-, enzymic method for modification of recombinant polypeptides by 
transpeptidation) 
IT 163912-67-2P 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
BIOL (Biological study); PREP (Preparation) 

( 1-34 -Glucagon like peptide 1; enzymic method for 

C-terminally amidation of) 
IT 163912-74-1P, 1-4 1-Somatoliberin (human pancreatic islet) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
BIOL (Biological study); PREP (Preparation) 

(1-41-growth hormone releasing factor; enzymic method for C-terminally 

amidation of) 

IT 83930-13-6P, Somatoliberin (human pancreatic islet) 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
BIOL (Biological study); PREP (Preparation) 

(1-44-growth hormone releasing factor ■ derivative; enzymic method for 
C-terminally amidation of) 
IT 127650-06-OP 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
BIOL (Biological study); PREP (Preparation) 

(7-34 -Glucagon like peptide 1; enzymic method for 

C-terminally amidation of) 
IT 89750-14-1P, Glucagon-related peptide I 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
BIOL (Biological study); PREP (Preparation) 

(enzymic method for amidation of C-terminus of glucagon like 

peptide 1) 

IT 9034-39-3P, Growth hormone releasing factor 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
BIOL (Biological study); PREP (Preparation) 

(enzymic method for amidation of C-terminus of growth hormone releasing 
factor) 

IT 106612-94-6P 107444-51-9P 119637-73-9P 

RL: BPN (Biosynthetic preparation) ; BSU (Biological study, unclassified) ; 
BIOL (Biological study); PREP (Preparation) 

(glucagon like peptide 1 derivative; enzymic method for 
C-terminally amidation of) 
IT 9001-03-OD, Carbonic anhydrase, fusion products with glucagon 
like peptide 1 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(in enzymic amidation of C-terminus of glucagon like peptide 
1) 

IT 9001-33-6, Ficin 9001-73-4, Papain 9001-92-7, Endopeptidase 

9002-04-4, Thrombin 9002-07-7, Trypsin 9004-07-3, Chymotrypsin 

9013- 55-2, Blood-coagulation factor XI 9014-01-1, Subtilisin 

9014- 74-8, Enterokinase 37259-58-8, Serine endopeptidase 37353-41-6, 
Cysteine endopeptidase 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(in enzymic method for modification of recombinant polypeptides by 
transpeptidation) 
IT 163918-02-3 163918-03-4 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 

(in modification of recombinant polypeptides by transpeptidation using 
thrombin) 
IT 24326-03-2 55033-47-1 

RL: BUU (Biological use, unclassified); BIOL (Biological study); USES 
(Uses) 
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(in modification of recombinant polypeptides by transpeptidation using 
trypsin) 
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AB Noninsulin-dependent diabetes mellitus is treated in a mammal by prolonged 
administration of peptide 7-37 of glucagon-like peptide 1 

(insulinotropin, GLP-1) and related peptides, especially in combination with a 
polymer matrix, in a water-immiscible oil suspension, in a complex with Zn 
or other metals, in a complex with a basic polypeptide or phenolic compound, 
in a liposome delivery system, or after subjection to conditions resulting 
in amorph. or crystalline material formation (e.g. high shear or exposure to 
salts) to prolong the release of the peptide. Thus, a solution containing 2 mg 
insulinotropin/mL phosphate-buffered saline (PBS) was mixed with an equal 
volume of a solution of 0 . 6 mg protamine and 4.4 mg PhOH/mL in PBS to produce 
an aqueous suspension. 

ST insulinotropin prolonged release; antidiabetic peptide prolonged release 

IT Phenols, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(combinations with peptides; prolonged delivery of antidiabetic 
peptides) 

IT Polyamides, biological studies 
Polyanhydrides 

Polyesters, biological studies 
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Polymers, biological studies 
Polysaccharides, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(matrixes; prolonged delivery of antidiabetic peptides) 
IT Shear 

(peptide insolubilization by; prolonged delivery of antidiabetic 
peptides ) 
IT Salts, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(peptide insolubilization by; prolonged delivery of antidiabetic 
peptides) 

IT Antidiabetics and Hypoglycemics 

(prolonged delivery of antidiabetic peptides) 
IT Castor oil 

Coconut oil 

Corn oil 

Cottonseed oil 

Fats and Glyceridic oils 

Olive oil 

Peanut oil 

Safflower oil 

Soybean oil 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(suspensions; prolonged delivery of antidiabetic peptides) 
IT Fats and Glyceridic oils 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(almond, suspensions; prolonged delivery "of antidiabetic peptides) 
IT Proteins, specific or class 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(basic, complexes, with peptides; prolonged delivery of antidiabetic 
peptides) 
IT Ortho acids 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(esters, polymers, as matrixes; prolonged delivery of antidiabetic 
peptides) 

IT Fatty acids, biological studies 

RL: THU (Therapeutic use)-; BIOL (Biological study); USES (Uses) 

(esters, suspensions; prolonged delivery of antidiabetic peptides) 
IT Alcohols, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(fatty, esters, suspensions; prolonged delivery of antidiabetic 
peptides) 
IT Pharmaceutical dosage forms 

(liposomes, prolonged delivery of antidiabetic peptides) 
IT Fats and Glyceridic oils 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(sesame, suspensions; prolonged delivery of antidiabetic peptides) 
IT Protamines 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(sulfates, peptide complexes; prolonged delivery of antidiabetic 
peptides) 
IT Fats and Glyceridic oils 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(teaseed, suspensions; prolonged delivery of antidiabetic peptides) 
IT 99-76-3, Methyl paraben 108-39-4, biological studies 108-46-3, 

Resorcinol, biological studies 108-95-2, Phenol, biological studies 
1319-77-3, Cresol 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(combinations with peptides; prolonged delivery of antidiabetic 
peptides) 

IT 9000-01-5, Gum acacia 9000-07-1, Carrageenan 9000-21-9, Furcellaran 
9000-30-0, Guar gum 9000-36-6, Karaya gum 9000-65-1, Gum tragacanth 
9002-89-5, PVA 9003-11-6, Ethylene glycol/propylene glycol copolymer 
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9003-39-8, PVP 9004-34-6, Cellulose, biological studies 9004-34-6D, 
Cellulose, derivs. 9004-54-0, Dextran, biological studies 9004-61-9, 
Hyaluronic acid 9004-62-0, Hydroxyethylcellulose 9005-25-8, Starch, 
biological studies 9005-25-8D, Starch, derivs. 9005-32-7, Alginic acid 
9012-36-6, Agarose 9012-76-4, Chitosan 11138-66-2, Xanthan gum 
25322-68-3, PEG 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(matrix; prolonged delivery of antidiabetic peptides) 
IT 127-09-3, Sodium acetate 141-53-7, Sodium formate 557-34-6, Zinc 
acetate 631-61-8, Ammonium acetate 994-36-5, Sodium citrate 
6484-52-2, Ammonium nitrate, biological studies 7447-40-7, Potassium 
chloride, biological studies 7447-41-8, Lithium chloride, biological 
studies 7487-88-9, Magnesium sulfate, biological studies 7632-05-5, 
Sodium phosphate 7632-50-0, Ammonium citrate 7646-79-9, Cobalt 
chloride, biological studies 7646-85-7, Zinc chloride, biological 
studies 7647-14-5, Sodium chloride, biological studies 7757-82-6, 
Sodium sulfate, biological studies 7758-11-4, Dipotassium hydrogen 
phosphate 7773-01-5, Manganese chloride 7783-20-2, Ammonium sulfate, 
biological studies 7786-30-3, Magnesium chloride, biological studies 
7786-81-4, Nickel sulfate 10043-52-4, Calcium chloride, biological 
studies 10377-48-7, Lithium sulfate 12125-02-9, Ammonium chloride, 
biological studies 16068-46-5, Potassium phosphate 
RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(peptide insolubilization by; prolonged delivery of antidiabetic 
peptides) 

IT 87805-34-3 106612-94-6, Insulinotropin 107444-51-9 
121181-17-7 123475-27-4 123475-28-5 127650-06-0 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological 
study); USES (Uses) 

(prolonged delivery of antidiabetic peptides) 
IT 7439-89-6D, Iron, peptide complexes 7439-95-4D, Magnesium, peptide 

.complexes 7439-96-5D, Manganese, peptide complexes 7440-02-0D, Nickel, 
peptide complexes 7440-09-7D, Potassium, peptide complexes 7440-48-4D, 
Cobalt, peptide complexes 7440-50-8D, Copper, peptide complexes 
7440-66-6D, Zinc, peptide complexes 7440-70-2D, Calcium, peptide 
complexes 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(prolonged delivery of antidiabetic peptides) 
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JP 


1993-501448 


19930414 


< — 




JP 


2575298 


B2 


19970122 














BR 


9306551 


A 


19980915 




BR 


1993-6551 


19930414 


< — 




PL 


176007 


Bl 


19990331 




PL 


1993-306766 


19930414 


< — 




RU 


2128663 


CI 


19990410 




RU 


1994-46251 


19930414 


< — 




EP 


969016 


A2 


20000105 




EP 


1999-110184 


19930414 


< — 






R: AT, BE, 


CH, DE, 


DK, ES, 


FR, 


GB, GR, IT, LI, LU, 


NL, SE, 


PT, 


IE 


IL 


120890 


Al 


20000831 




IL 


1993-120890 


19930607 


< — 




HU 


64367 


A2 


19931228 




HU 


1993-1739 


19930614 


< — 




CN 


1085913 


A 


19940427 




CN 


1993-108718 


19930614 


< — 




CN 


1057098 


B 


20001004 














NO 


9404853 


A 


19941214 




NO 


1994-4853 


19941214 


< — 




US 


1992-899073 


Al 


19920615 


<-- 












EP 


1993-909505 


A3 


19930414 


<-- 












WO 


1993-US3388 


A 


19930414 


<- 












IL 


1993-105928 


A3 


19930607 


<-- 
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MARPAT 121:180232 

H2NWC02H (W = His-Asp-Glu-Phe-Glu-Arg-His-Ala-Glu-Gly-Thr-Phe-Thr-Ser-Asp- 

Val-Ser-Ser-Tyr-Leu-Glu-Gly-Gln-Ala-Ala-Lys-Glu-Phe-Ile-Ala-Trp-Leu-Val- 

Lys-Gly-Arg-Gly, His-Asp-Glu-Phe-Glu-Arg-His-Ala-Glu-Gly-Thr-Phe-Thr-Ser- 

Asp-Val-Ser-Ser-Tyr-Leu-Glu-Gly-Gln-Ala-Ala-Lys-Glu-Phe-Ile-Ala-Trp-Leu- 

Val-Lys-Gly-Arg) , and derivs . thereof, having pi <4 or >7, 

were prepared having insulinotropic activity (no data) . Thus, 

H-His-Ala-Glu-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser-Ser-Tyr-Leu-Glu-Gly-Gln-Ala- 

Ala-Lys-Glu-Phe-Ile-Ala-Trp-Leu-Val-Lys-Gly-Arg-Gly-Arg-NH2 was prepared by 

solid phase synthesis using BOC-protected amino acids on benzhydrylamine 

resin. The invention also relates to new uses of certain known derivs. of 

insulinotropin and truncated insulinotropin to enhance insulin action in a 

mammal by iontophoretic administration of such derivs. 

insulinotropin deriv prepn diabetes treatment; glucagon like 

peptide antidiabetic; iontophoresis insulinotropin deriv 

Iontophoresis 

(administration of glucagon-like peptide and insulinotropin 

derivs by) 
Antidiabetics and Hypoglycemics 

(glucagon-like peptide and insulinotropin derivs) 
Peptides, preparation 

RL: SPN (Synthetic preparation);' PREP (Preparation) 

(preparation of glucagon-like peptide and insulinotropin derivs 
for treatment of type II diabetes) 

157507-31-8DP, resin bound 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as intermediate for drug for enhancing insulin action) 
87805-34-3P 106612-94-6P 121181-17-7P 123475-27-4P 
123475-28-5P 127650-06-0P 157507-31-8P 

157569-66-9DP, succinoylated 157569-66-9P 157629-57-7P 157629-58-8P 
157629-61-3P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of, for enhancing insulin action) 
108-30-5, reactions 13836-37-8, BOC-Arg (Tos ) -OH 15260-10-3, 
BOC-Thr (Bzl)-OH 23680-31-1, BOC-Ser (Bzl ) -OH 47355-10-2, 
BOC-Trp(CHO)-OH 47689-67-8, BOC-Tyr (Br-Z) -OH 54613-99-9, 
BOC-Lys (Cl-Z) -OH 73821-95-1, BOC-Asp (OCyHex) -OH 73821-97-3, 
BOC-Glu (OCyHex) -OH 83468-83-1, BOC-His (BOM) -OH 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, in preparation of peptide drug for enhancing insulin action) 



=> => d his 158- 
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L59 ANSWER 1 OF 9 HCAPLUS COPYRIGHT 2004 ACS on STN 
AN 2000:335587 HCAPLUS 
DN 133:3760 

ED Entered STN: 19 May 2000 

TI Enzymatic amidation of peptides 

IN Dormady, Dan; Stout, Jay S.; Strydom, Daniel J.; Holmquist, Barton; 

Wagner, Fred W. 
PA Bionebraska, Inc., USA 
SO PCT Int. Appl., 48 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM C12P021-06 

ICS C12N009-50; C07K014-605 
CC 16-2 (Fermentation and Bioindustrial Chemistry) 

Section cross-reference ( s ) : 34 
FAN.CNT 1 

PATENT' NO. • KIND DATE 



APPLICATION NO. DATE 



PI 



WO 


2000028067 


Al 


20000518 




WO 1999-US26060 


19991105 


< — 






W: AE, 


AL, 


AM, AT, 


AU, 


AZ, 


BA, 


BB, BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CU, 


cz, 




DE, 


DK, 


EE, ES, 


FI, 


GB, 


GD, 


GE, GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 




JP/ 


KE, 


KG, KP, 


KR, 


KZ, 


LC, 


LK, LR, 


LS, 


LT, 


LU, 


LV, 


MD, 


MG, 


MK, 




MN, 


MW, 


MX, NO, 


NZ, 


PL, 


PT, 


RO, RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 




TM, 


TR, 


TT, UA, 


UG, 


US, 


UZ, 


VN, YU, 


ZA, 


zw, 


AM, 


AZ, 


BY, 


KG, 


KZ, 




MD, 


RU, 


TJ, TM 


























RW: GH, 


GM, 


KE, LS, 


MW, 


SD, 


SL, 


SZ, TZ, 


UG, 


zw, 


AT, 


BE, 


CH, 


CY, 


DE, 




DK, 


ES, 


FI, FR, 


GB, 


GR, 


IE, 


IT, LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 




CG, 


CI, 


CM, GA, 


GN, 


GW, 


ML, 


MR, NE, 


SN, 


TD, 


TG 










us 


6461834 




Bl 


20021008 




US 1998-212663 


19981216 


< — 




EP 


1127155 




Al 


20010829 




EP 1999-956920 


19991105 


< — 






R: AT, 


BE, 


CH, DE, 


DK, 


ES, 


FR, 


GB, GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 


PT, 




IE, 


SI, 


LT, LV, 


FI, 


RO 




















JP 


2002529101 


T2 


20020910 




JP 2000-581233 


19991105 


< — 




AU 


755130 




B2 


20021205 




AU 2000-13423 




19991105 


< — 




ZA 


2001002694 


A 


20021002 




ZA 2001-2694 




20010402 


< — 




NO 


2001002232 


A 


20010504 




NO 2001-2232 




20010504 


< — 




US 


1998-107311P 


P 


19981106 


<- 


















US 


1998-212663 


A2 


19981216 


<- 


















WO 


1999-US26060 


W 


19991105 





















AB 



ST 
IT 

IT 



The invention provides a method of producing a polypeptide having a 
C-terminal cc-carboxamide group. It particularly concerns an enzymic 
modification of selected substrate polypeptides which result in cleavage 
of the substrate polypeptide to form a product peptide with a C-terminal 
arginine residue having an a-carboxamide group (C-terminal 

"Arg-NH2") . The method includes contacting an aqueous-based solution including 
(i) NH3 reagent and (ii) the substrate polypeptide with (iii) clostripain. 
clostripain peptide cleavage amidation 
Amidation 

(enzymic amidation of peptides) 
Peptides, biological studies 

RL: BMF (Bioindustrial manufacture); BPN (Biosynthetic preparation); BPR 
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(Biological process); BSU (Biological study, unclassified); RCT 
(Reactant); BIOL (Biological study); PREP (Preparation); PROC (Process); 
RACT (Reactant or reagent) 

(enzymic amidation of peptides) 

IT Immobilization, biochemical 

(of clostripain for enzymic amidation of peptides) 

IT 9028-00-6P, Clostripain 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); CAT (Catalyst use); PEP (Physical, engineering or 
chemical process); PUR (Purification or recovery); BIOL (Biological 
study); PREP (Preparation); PROC (Process); USES (Uses) 
(enzymic amidation of peptides) 

IT 269080-54-8P 269080-55-9P 

RL: BMF ( Bioindustrial manufacture); BPN (Biosynthetic preparation); BIOL 
(Biological study); PREP (Preparation) 
(enzymic amidation of peptides) 

IT 269080-56-0 269080-57-1 269080-58-2 269080-59-3 269080-60-6 
269080-61-7 269080-62-8 269080-63-9 269080-64-0 269080-65-1 
269080-66-2 269080-67-3 269080-68-4 269080-69-5 270069-93-7 
270069-94-8 

RL: BPR (Biological process); BSU (Biological study, unclassified); RCT 
(Reactant); BIOL (Biological study); PROC (Process); RACT (Reactant or 
reagent) 

(enzymic amidation of peptides) 
IT 68-12-2, biological studies 75-05-8, Acetonitrile, biological studies 
75-89-8 108-32-7, Propylene carbonate 3483-12-3, Dithiothreitol 
RL: BUU (Biological use, unclassified); BIOL (Biological study)-; USES 
(Uses) 

(enzymic amidation of peptides) 
IT 631-61-8, Ammonium acetate 1336-21-6, Ammonium hydroxide 7783-20-2, 
Ammonium sulfate, biological studies 12125-02-9, Ammonium chloride, 
biological studies 

RL: BPR (Biological process); BSU (Biological study, unclassified); RCT 
(Reactant); BIOL (Biological study); PROC (Process); RACT (Reactant or 
reagent) 

(of clostripain for enzymic amidation of peptides) 
IT 123475-27-4 127650-06-0 270056-54-7 270079-01-1 
RL: PRP (Properties) 

(unclaimed protein sequence; enzymic amidation of peptides) 
IT ■ 269731-05-7 

RL: PRP (Properties) 

(unclaimed sequence; enzymic amidation of peptides)' 
RE.CNT 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS RECORD • 

RE 

(1) Bionebraska Inc; WO 9401451 A 1994 HCAPLUS 

(2) Bionebraska Inc; WO 9617941 A 1996 HCAPLUS 

(3) Calsberg, A; WO 9520039 A 1995 HCAPLUS 

(4) Hoechst Ag; EP 0474212 A 1992 HCAPLUS 

(5) Hoechst Ag; EP 0518088 A 1992 HCAPLUS 

(6) Kembhavi, A; FEBS LETTERS - 1 991 , V283(2), P277 HCAPLUS 

(7) Kernforschungsanlage Juelich; EP 0401657 A 1990 HCAPLUS 
IT 127650-06-0 

RL: PRP (Properties) 

(unclaimed protein sequence; enzymic amidation of peptides) 
RN 127650-06-0 HCAPLUS 

CN L-Lysine, L-histidyl-L-alanyl-L-ct-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-ct-aspartyl-L-valyl-L-seryl-L-seryl- 
L-tyrosyl-L-leucyl-L-a-glutamylglycyl-L-glutaminyl-L-alanyl-L-alanyl- 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L59 ANSWER 2 OF 9 HCAPLUS COPYRIGHT 2004 ACS on STN 
AN 1997:43882 HCAPLUS 
DN 126:127176 

ED Entered STN: 20 Jan 1997 

TI Glucagon-like peptide-1- ( 9-36 ) amide is a major metabolite of 

glucagon- like peptide-1- ( 7-36 ) amide after in vivo administration 
to dogs, and it acts as an antagonist on the pancreatic receptor 

AU Knudsen, Lotte Bjerre; Pridal, Lone 

CS Novo Nordisk, Novo Alle, DK-2880, Bagsvaerd, Den. 

SO European Journal of Pharmacology (1996), 318(2/3), 429-435 
CODEN: EJPHAZ; ISSN: 0014-2999 

PB Elsevier 

DT Journal 

LA English 

CC 2-6 (Mammalian Hormones) 

AB This study assesses the importance of metabolites formed following 
exogenous administration of glucagon-like peptide-1- ( 7-36) amide 
(GLP-1) , After s.c. administration of GLP-1 to dogs the plasma 
immunoreactivity of GLP-1 measured by two different RIAs were higher than 
that measured by a sandwich ELISA. This discrepancy was due to the 
formation of the metabolites GLP-1- (9-36) amide, GLP-1- (7-35) and 
GLP-1- (7-34 ) . Receptor binding studies using baby hamster kidney cells 
expressing the human pancreatic GLP-1 receptor showed that the affinity of 
GLP-1- (9-36) amide, GLP-l-(7-35) and GLP-l-(7-34) was 0.95, 12 and 2.8, 
resp. , of the affinity of GLP-1- (7-36) amide. Furthermore, GLP-1- (9-36) 
amide was shown to be an antagonist to adenylyl cyclase activity, whereas 
GLP-1- (7-35) and GLP-l-(7-34) were shown to be agonists. GLP-l-(9-36) 
amide was shown to be present in vivo in amts. up to 10-fold that of 
GLP-1- (7-36) amide. Due to its low binding affinity, this antagonistic 
metabolite does not seem to be able to cause physiol. antagonism upon s.c. 
administration of the peptide. 

ST glucagonlike peptide fragment metabolite pancreas receptor 

IT Pancreas 

(glucagon-like peptide-1- ( 9-36) amide is major metabolite of 
glucagon-like peptide-1- ( 7-36 ) amide after in vivo 
administration to dogs and an antagonist on pancreatic receptor) 

IT Glucagon-like peptide-1 receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(glucagon-like peptide-1- ( 9-36) amide is major metabolite of 
glucagon-like peptide-1- ( 7-36) amide after in vivo 
administration to dogs and an antagonist on pancreatic receptor) 

IT 161748-29-4 
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RL: BAC (Biological activity or effector, except adverse); BOC (Biological 
occurrence); BSU (Biological study, unclassified); MFM (Metabolic 
formation); BIOL (Biological study); FORM (Formation, nonpreparative); 
OCCU (Occurrence ) 

(glucagon- like peptide-1- ( 9-36) amide is major metabolite of 
glucagon-like peptide-1- ( 7-36) amide after in vivo 
administration to dogs and an antagonist on pancreatic receptor) 
IT 118549-37-4, Insulinotropin 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); BIOL (Biological study); 
PROC (Process) 

(glucagon-like peptide-1- ( 9-36) amide is major metabolite of 
glucagon-like peptide-1- ( 7-36) amide after in vivo 
administration to dogs and an antagonist on pancreatic receptor) 
IT 123475-28-5 127650-06-0 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); MFM (Metabolic formation); BIOL (Biological study); 
FORM (Formation, nonpreparative) 

(glucagon-like peptide-1- ( 9-36) amide is major metabolite of 
glucagon-like peptide-1- ( 7-36) amide after in vivo 
administration to dogs and an antagonist on pancreatic receptor) 
IT 9012-42-4, Adenylyl cyclase 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(glucagon-like peptide-1- { 9-36) amide is major metabolite of 
glucagon-like peptide-1- ( 7-36 ) amide after in* vivo 
administration to dogs and an antagonist on pancreatic receptor) 
RE.CNT 25 THERE ARE 25 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1) Adelhorst, K; J Biol Chem 1994, V269, P6275 HCAPLUS 

(2) Cottrell, D; Clin Res 1992, V40, P734A 

(3) Deacon, C; Diabetes 1995, V44, P1126 HCAPLUS 

(4) Deacon, C; J Clin Endocrinol Metab 1995, V80, P952 HCAPLUS 

(5) Drejer, K; Diabetes 1991, V40, P1588 

(6) Elliot, R; J Endocrinol 1993, V138, P179 

(7) Frohman, L; J Clin Invest 1989, V83, P1533 HCAPLUS 

(8) Gallwitz, B; Endocrinol Metab 1995, V2, P39 HCAPLUS 

(9) Gallwitz, B; Eur J Biochem 1994, V225, P1151 HCAPLUS 

(10) Gefel, D; Endocrinology 1990, V126, P2164 HCAPLUS 

(11) Grandt, D; Digestion 1994, V55, P302 

(12) Gutniak, M; New Engl J Med 1992, V326, P1316 MEDLINE 

(13) Hvidberg, A; Metabolism 1994, V43, P104 HCAPLUS 

(14) Jornvall, H; FEBS Lett 1981, V123, P205 MEDLINE 

(15) Mentlein, R; Eur J Biochem 1993, V215, P829 

(16) Mojsov, S; Int J Pept Protein Res 1992, V40, P333 MEDLINE 
(.17) Nauck, M; Diabetologia 1993, V36, P741 MEDLINE 

(18) Pridal, L; Eur J Drug Metab Pharmacokin 1996, V21, P51 HCAPLUS 

(19) Pridal, L; J Pharm Biomed Anal 1995, V13, P841 HCAPLUS 

(20) Robberecht, P; Pancreas 1988, V3, P529 MEDLINE 

(21) Rorstad, 0; Mol Pharmacol 1990, V37, P971 HCAPLUS 

(22) Schmidt, W; Diabetologia 1986, V29, P591A 

(23) Suzuki, S; Endocrinology 1989, V125, P3109 HCAPLUS 

(24) Thorell, J; Biochim Biophys Acta 1971, V251, P363 HCAPLUS 

(25) Unson, C; Proc Natl Acad Sci USA 1987, V84, P4083 HCAPLUS 
IT 123475-28-5 127650-06-0 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; MFM (Metabolic formation) ; BIOL (Biological study) ; 
FORM (Formation, nonpreparative) 

(glucagon-like peptide-1- ( 9-36) amide is major metabolite of 
glucagon-like peptide-1- ( 7-36) amide after in vivo 
administration to dogs and an antagonist on pancreatic receptor) 
RN 123475-28-5 HCAPLUS 

CN Glycine, L-histidyl-L-alanyl-L-a-glutamylglycyl-L-threonyl-L- 
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phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L-tyrosyl-L-leucyl-L-a-glutamylglycyl-L-glutaminyl-L-alanyl-L-alanyl- 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl-L-lysyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 127 650-06-0 HCAPLUS 

CN L-Lysine, L-histidyl-L-alanyl-L-a-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L- tyros yl-L-leucy 1-L-a-glutamylglycyl-L- glut aminyl-L-al anyl-L-al anyl- 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ANSWER 3 OF 9 HCAPLUS COPYRIGHT 2004 ACS on STN 
1993:94498 HCAPLUS 
118: 94498 

Entered STN: 19 Mar 1993 

Structural requirements for biological activity of glucagon-like 

peptide-I 

Moisov, Svetlana 

Rockefeller Univ., New York, NY, USA 

International Journal of Peptide & Protein Research (1992), 
40(3-4), 333-43 

CODER: IJPPC3; ISSN: 0367-8377 

Journal 

English 

2-2 (Mammalian Hormones) 
Section cross-reference (s) : 34 

Glucagon-like peptide-I (GLP-I) is encoded together with 

glucagon by the glucagon gene and is related in its 

structure to the glucagon-secretin family of peptides. Three of 

the predicted forms of the peptide, a 37-residue long GLP-I (1-37), a 

31-residue GLP-I (7-37) and a 30-residue GLP-I (7-36) amide as well as 3 
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analogs des [Gly37, Arg36]GLP-I (7-37) , des [Gly37, Arg36, Gly35] GLP-I (7-37 ) and 
des [His7]GLP-I (7-37) were synthesized by the stepwise jsol id -phase method. 
These synthetic peptides were used to define the structural domains 
required for the binding of GLP-I to the pancreatic p-cell. The 
competitive binding expts. showed that both the amino and carboxyl 
terminal domains of the mol . contribute to GLP-I binding. In these expts. 
glucagon, another peptide that stimulates insulin secretion, was a 
weak full agonist of GLP-I binding. Results from these studies provide 
further characterization of the physiol. role of this new peptide. 
ST glucagon like peptide structure activity; peptide prepn 

glucagon like 
IT Receptors 

RL: BIOL (Biological study) 

(glucagon-related peptide I, of pancreatic islet p-cell, 
ligand binding by, structure in relation to) 
IT Molecular structure-biological activity relationship 

(receptor-binding, of glucagon-like peptide I analogs) 
IT Pancreatic islet of Langerhans 

(p-cell, glucagon-like peptide I receptors of, ligand 
binding by, structure in relation to) 
IT 87805-34-3P, Rat GLP-I (1-37) 106612-94-6P, Rat GLP-I (7-37) 

107444-51-9P, Rat GLP-I ( 7-36 ) amide 123475-28-5P 127633-64-1P 
127650-06-OP 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and pancreatic islet receptor binding of, structure in relation 
to) 

IT 89750-14-1, Glucagon-like peptide I 
RL: BIOL (Biological study) 

(receptor for, of pancreatic islet p-cell) 
IT 123475-28-5P 127650-06-OP 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation and pancreatic islet receptor binding of, structure in relation 
to) 

RN 123475-28-5 HCAPLUS 

CN Glycine, L-hist idyl-L-alanyl-L-a-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L- tyros yl-L-leucyl -L-ct-glut amylglycyl -L-glutaminyl-L-a lanyl-L-alanyl - 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl-L-lysyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 127 650-06-0 HCAPLUS - 

CN . L-Lysine, L-histidyl-L-alanyl-L-a-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L-tyrosyl-L-leucyl-L-a-glutamylglycyl-L-glutaminyl-L-alanyl-L-alanyl- 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

PAGE 1-A 

, (CH 2 )4 S^C0 2 H 
H2N Y 
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PAGE 1-D 



HO. Me 



H 




PAGE 1-E 




IT 



RN 
CN 



89750-14-1, Glucagon-like peptide I 
RL: BIOL (Biological study) 

(receptor for, of pancreatic islet (3-cell) 
89750-14-1 HCAPLUS 

Glucagon-like peptide I (9CI) (CA INDEX NAME) 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 



L59 ANSWER 4 OF 9 HCAPLUS COPYRIGHT 2004 ACS on STN 
AN 1992:35159 HCAPLUS 
DN 116:35159 

ED Entered STN: 08 Feb 1992 

TI Glucagon-like peptide-1 (Glp-1) analogs useful for diabetes 
treatment 

IN Buckley, Douglas I.; Habener, Joel F. ; Mallory, Joanne B.; Mojsov, 

Svetlana 
PA USA 

SO PCT Int. Appl., 50 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
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IC ICM C07K007-34 

ICS C07K007-10; A61K037-02; A61K037-28 
CC 2-6 (Mammalian Hormones) 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI wo 


9111457 
W: CA, JP, 


Al 

US 


19910808 




WO 


1991-US500 


19910124 


< — 




RW: AT, BE, 


CH, DE, 


DK, ES, 


FR, 


GB, GR, IT, LU, NL, 


SE 




CA 


2073856 


AA 


19910725 




CA 


1991-2073856 


19910124 


< — 
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20021203 
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Al 
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AB The invention provides effective analogs of the active GLP-1 peptides, 
7-34, 7-35, 7-36, and 7-37, which have improved characteristics for 
treatment of diabetes Type II. These analogs have amino acid 
substitutions at positions 7-10 and/or are truncated at the C-terminus 
and/or contain various other amino acid substitutions in the basic 
peptide. The analogs may either have an enhanced capacity to stimulate 
insulin production as compared to glucagon or may exhibit enhanced 
stability in plasma as compared to GLP-1 (7-37) or both. Either of these 
properties will enhance the potency of the analog as a therapeutic. 
Analogs having D-amino acid substitutions in the 7 and 8 positions and/or 
N-alkylated or N-acylated amino acids in the 7 position are particularly 
resistant to degradation in vivo. Activity and stability data for selected 
peptides are included. 

ST glucagon like peptide analog diabetes 

IT Antidiabetics and Hypoglycemics 

(glucagon- like peptide-1 analogs as, for type II diabetes 
. treatment) 

IT Peptides, biological studies 
RL: BIOL (Biological study) 

(glucagon- like peptide-2 analogs, for type II diabetes 
treatment) 

IT Molecular structure-biological activity relationship 

(of glucagon-like peptide-1 analogs, insulin stimulation and 
diabetes type II treatment in relation to) 
IT Protein sequences 

(of glucagon-like peptide-2 analogs) 
IT' 106612-94-6 107444-51-9 119637-73-9 123475-27-4 123475-28-5 
127650-06-0 138324-89-7 138324-90-0 138324-91-1 
138324-92-2 138324-93-3 138324-94-4 138324-95-5 138324-96-6 
138324-97-7 138324-98-8 138324-99-9 138325-00-5 138347-75-8 
138347-76-9 

RL: BIOL (Biological study) 

(for diabetes type II treatment) 
IT 138347-77-0 

RL: BIOL (Biological study) 

(glucagon-like peptide-1 analogs stability in relation to) 
IT 138325-01-6 
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RL: BIOL (Biological study) 

(insulin-stimulating activity of, diabetes type II treatment in 
relation to) 
IT 9004-10-8, Insulin, biological studies 
RL: BIOL (Biological study) 

(stimulation of, glucagon-like peptide-1 analogs for, for 
diabetes type I I treatment ) 
IT 123475-28-5 127650-06-0 

RL: BIOL (Biological study) 

(for diabetes type II treatment) 
RN 1234 75-28-5 HCAPLUS 

CN Glycine, L-histidyl-L-alanyl-L-a-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-ct-aspartyl-L-valyl-L-seryl-L-seryl 
L-tyrosyl-L-leucyl-L-a-glutamylglycyl-L-glutaminyl-L-alanyl-L-alanyl 
L-lysyl-L-ct-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl-L-lysyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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O 




Ph 
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H 



RN 127650-06-0 HCAPLUS 

CN L-Lysine, L-histidyl-L-alanyl-L-a-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L-tyrosyl-L-leucyl-L-a-glutamylglycyl-L-glutaminyl-L-alanyl-L-alanyl- 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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L59 ANSWER 5 OF 9 HCAPLUS COPYRIGHT 2004 ACS on STN 
AN 1991 : 527780 HCAPLUS 
DN 115:127780 

ED Entered STN: 05 Oct 1991 

TI Effects of truncated glucagon-like peptide-1 on pancreatic 

hormone release in normal conscious dogs ^ 
AU Kawai, Koichi; Suzuki, Seiji; Ohashi, Shinichi; Mukai, Hidehito; Murayma, 

Yasuko; Yamashita, Kamejiro 
CS Inst. Clin. Med., Univ. Tsukuba, Tsukuba, 305, Japan 
SO Acta Endocrinologica (1990), 123(6), 661-7 

CODEN: ACENA7; ISSN: 0001-5598 
DT Journal 
LA English 

CC 2-6 (Mammalian Hormones) 

AB The effects of truncated glucagon-like peptide-1 (GLP-1) on 
insulin and glucagon release were examined in unanesthetized 
normal dogs. A bolus injection of GLP-1 ( 7 -36) amide elic ited a tra nsient 
increase in the^plasma insulin level, wnicff brought about a decrease in 
the plasma glucose level. The degree of increase in plasma insulin levels 
with GLP-1 (7-35)OH or GLP-1 ( 7-37 ) OH was less than that induced by 
GLP-1 (7-36) amide . The plasma glucagon level did not increase in 
spite of mild hypoglycemia. The infusion of graded doses of 
GLP-1 (7-36) amide (6, 36, 120 ng/kg/min every 30 min) did not change the 
plasma glucose, insulin or glucagon levels significantly. The 
degree of increase in the plasma glucose level induced by i.v. glucose 
infusion (12 mg/kg/min) was reduced by coinfusion of GLP-1 ( 7-36) amide (6 
ng/kg/min) , although the degree of increase in the plasma insulin level 
was the same as that in a control experiment (coinfusion of the vehicle) . 
Coinfusion of GLP-1 ( 7-36) amide (60 ng/kg/min) caused an augmented increase 
in the plasma insulin level and a reduced increase in the plasma glucose 
level during i.v. glucose infusion (17 mg/kg/min) compared with the 

control experiment The degree of decrease in the plasma glucagon ^ 
level during i.v. glucose infusion was not affected by the coinfusion. 
The degree of increase in the plasma glucagon level induced by 
insulin hypoglycemia and the profile of the plasma glucose level at that 
time were not affected by the infusion of GLP-1 (7-36) amide . These results 
demonstrate that the insulinotropic activity of GLP-1 (7-36) amide is higher 
than that of GLP-1 ( 7-37 ) OH or GLP-1 { 7-35) OH, GLP-1 ( 7-36) amide suppresses 
the degree of increase in plasma glucose level during i.v. glucose 
infusion by augmented insulin release, and the glucagonostatic activity of 
truncated GLP-1 is negligible under physiol. conditions. 
ST truncated glucagonlike peptide pancreas hormone; insulinotropin pancreas 
insulin glucagon 
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IT 107444-51-9 116964-93-3 118549-37-4, Insulinotropin 
123475-28-5 135995-72-1 
RL: BIOL (Biological study) 

(glucagon and insulin secretion response to) 
IT 50-99-7, Glucose, biological studies 
RL: BIOL (Biological study) 

(insulin release response to, truncated glucagon-like 
peptide-1 effect on) 
IT 9004-10-8, Insulin, biological studies 9007-92-5, Glucagon, 
biological studies 
RL: BIOL (Biological study) 

(secretion of, truncated glucagon-like peptide-1 effect on) 
IT 123475-28-5 

RL: BIOL (Biological study) 

(glucagon and insulin secretion response to) 
RN 1234 75-28-5 HCAPLUS 

CN Glycine, L-histidyl-L-alanyl-L-ct-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L-tyrosyl-L-leucyl-L-ct-glutamylglycyl-L-glutaminyl-L-alanyl-L-alanyl- 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl-L-lysyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L59 ANSWER 6 OF 9 HCAPLUS COPYRIGHT 2004 ACS on STN 
AN 1990:417962 HCAPLUS 
DN 113:17962 

ED Entered STN: 21 Jul 1990 

TI Glucagon-like peptide-I analogs: effects on insulin secretion 

and adenosine 3 5 1 -monophosphate formation 
AU Gefel, Dov; Hendrick, Grant K.; Mojsov, Svetlana; Habener, Joel; Weir, 

Gordon C. 

CS Joslin Diabetes Cent., Boston, MA, 02215, USA 
SO Endocrinology (1990), 126(4), 2164-8 

CODEN: ENDOAO; ISSN: 0013-7227 
DT Journal 
LA English 

CC 2-2 (Mammalian Hormones) 

AB Glucagon-like peptide I- (7-37) [GLP-I- ( 7-37 ) ] , a 31-amino acid 
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and 



hormone which may have an important role in the regulation of insulin 
secretion, is processed from preproglucagon and found in the pancreas, 
brain, and intestine. It was previously reported that GLP-I- (7-37) is a 
potent insulin secretagogue, its effect being indistinguishable from that 
of GLP-I-(7-36) amide at concns . of 10-11 M. Insulinotropic effects of 
addnl . GLP-I analogs are reported. GLP-I- ( 7-34 ) had no stimulatory effect 
on insulin release at 10-10 M, but had a partial effect at 10-9 M and was 
as active as GLP-I- (7-37) at 10-8 M. GLP-I- (7-33) had no effect at any 
concentration tested. GLP-I- (8-37) had no effect on insulin release at 10-9 



10-8 M, but did have an effect at the high concentration of 10-7 M. Similar 
results were found with cAMP formation in the pTCl line. In this 
system, GLP-I- (7-34) was less potent that GLP-I- (7-37) at a concentration of 5 
+ 10-9 M. GLP-I- (7-33) had only about 0.1% the potency of 
GLP-I- (7-37) ; thus, there is good agreement between cAMP formation in the 
p-cell line and insulin secretion from the perfused pancreas expts. 
Histidine in the 7 position in the N-terminus of GLP-I- (7-37) is 
apparently crucial for cAMP formation and insulin secretion, and removal 
of the last three C-terminus residues of GLP-I- (7-37) results in only 
partial loss of activity; the residue in the 34 position is, however, 
essential for the insulinotropic action. 
ST glucagonlike peptide analog insulin cAMP; insulinotropin structure 
activity 

■ IT Molecular structure-biological activity relationship 

(cAMP formation-stimulating, of glucagon-like peptide I 
analogs) 

IT Molecular structure-biological activity relationship 

(insulin-releasing, of glucagon-like peptide I analogs) 
IT 89750-14-1D, Glucagon-like peptide I, analogs 

106612-94-6, Glucagon-like peptide 1(7-37) 123475-29-6, 
Glucagon-like peptide 1(7-33) 127633-64-1, Glucagon 
-like peptide 1(8-37) 127650-06-0, Glucagon-like 
peptide I (7-34) 
RL: BIOL (Biological study) 

(cAMP formation and insulin secretion response to) 
IT 107444-51-9, Glucagon-like peptide 1(7-36) amide 
123475-28-5, Glucagon-like peptide 1(7-35) 
RL: BIOL (Biological study) 

(cAMP formation response to) 
IT 60-92-4 

RL: FORM (Formation, nonpreparative ) 

(formation of, by insulinoma cell line, glucagon-like peptide 
I analogs effect on) 
IT 9004-10-8, Insulin, biological studies 
RL: BIOL (Biological study) 

(secretion of, by insulinoma cell line, glucagon-like peptide 
I analogs effect on) 
IT 89750-14-1D, Glucagon-like peptide I, analogs 
127650-06-0, Glucagon-like peptide 1(7-34) 
RL: BIOL (Biological study) 

(cAMP formation and insulin secretion response to) 
RN 89750-14-1 HCAPLUS 

CN Glucagon-like peptide I (9CI) (CA INDEX NAME) 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 127650-06-0 HCAPLUS 

CN L-Lysine, L-histidyl-L-alanyl-L-a-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L- tyros yl-L-leucyl -L-a-glut amy lglycyl-L-glut aminyl-L-alany 1-L-alanyl - 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 123475-28-5, Glucagon-like peptide 1(7-35) 
RL: BIOL (Biological study) 

(cAMP formation response to)" 
RN 1234 75-28-5 HCAPLUS 

CN Glycine, L-histidyl-L-alanyl-L-ct-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L-tyrosyl-L-leucyl-L-a-glutamylglycyl-L-glutaminyl-L-alanyl-L-alanyl- 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl-L-lysyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L59 ANSWER 7 OF 9 HCAPLUS COPYRIGHT 2004 ACS on STN 
AN 1990: 91914 HCAPLUS 
DN 112:91914 

ED Entered STN: 18 Mar 1990 

TI Comparison of the effects of various C-terminal and N-terminal fragment 

peptides of glucagon-like peptide-1 on insulin and 

glucagon release from the isolated perfused rat pancreas 
AU Suzuki, Seiji; Kawai, Koichi; Ohashi, Shinichi; Mukai, Hidehito; 

Yamashita, Kamej iro 
CS Inst. Clin. Med., Univ. Tsukuba, Tsukuba, 305, Japan 
SO Endocrinology (1989), 125(6), 3109-14 

CODEN: EN DO AO; ISSN: 0013-7227 
DT Journal 
LA English 

CC 2-2 (Mammalian Hormones) 



robinson - 09 / 868974 



Page 



AB Truncated glucagon-like peptide-1 (GLP-1) possesses a potent 

stimulatory activity for insulin secretion and a slight inhibiting 
activity for glucagon secretion. The activities of N- and 

C-terminal fragments of GLP-1 were examined using a rat pancreas perfusion 
system. Concerning the N-terminal portion, GLP-1 (7-37) amide elicited a 
clear insulinotropic activity at 0.1 or 1 nM with the perfusate containing 5 
mM glucose and 5 mM arginine, while 10 nM GLP-1- (1-37) amide, -(6-37) 
amide, and -(8-37) amide did not. Concerning the C-terminal portion, 
GLP-1- (7-37) amide, -(7-37), and -(7-36) amide had a similar potency of 
insulinotropic activity, and GLP-1- (7-35) was less potent; 0.1 nM 
GLP-1- (7-35) did not stimulate insulin release, nor did 10 nM 
GLP-1- (7-20) . Glucagon release was suppressed by 1 and 10 nM 
GLP-1- (7-37) amide, 10 nM GLP-1- ( 7-37 ) , and 1 nM GLP-1- (7-36) amide. 
Other fragment peptides of GLP-1, including GLP-1- ( 7-35 ) , had no effect. 
Apparently, histidine at position 7 of GLP-1 as a free N-terminal amino 
acid is very important in GLP-1 1 s insulinotropic activity and probably in 
glucagon-inhibiting activity, and C-terminal amidation and the 3 
C-terminal amino acids are less important for these activities. 
ST glucagonlike peptide 1 insulin release structure; glucagon 
release glucagonlike peptide 1 structure; insulin glucagon 
glucagonlike peptide 1 fragment; structure activity glucagon 
like peptide 1 

IT Molecular structure-biological activity relationship 
(glucagon-releasing, of glucagon-like peptide-1 C- 
and N-terminal fragments) 
IT Molecular structure-biological activity relationship 

(insulin-releasing, of glucagon-like peptide-1 C- and 
N-terminal fragments) 
IT 89750-14-1D, Glucagon-related peptide I, fragments 
RL: BIOL (Biological study) 

(C- and- N-terminal, glucagon and insulin release response to, 
structure in relation to) 
IT 87805-34-3, Glucagon-related peptide I (ox) 107444-51-9 
116964-93-3, Glucagon-like peptide-1 (7-37) 119637-73-9 
123475-28-5 123496-86-6 123496-87-7 125316-61-2 
RL: BIOL (Biological study) 

(glucagon and insulin release response to, - structure in 
relation to) 

IT 9004-10-8, Insulin, biological studies 9007-92-5, Glucagon, 
biological studies 
RL: BIOL (Biological study) 

(release of, glucagon-like peptide-1 C- and N-terminal 
fragments effect on, structure in relation to) 
IT 89750-14-1D, Glucagon-related peptide I, fragments 
RL: BIOL (Biological study) 

(C- and N-terminal., glucagon and insulin release response to, 
structure in relation to) 
RN 89750-14-1 HCAPLUS 

CN Glucagon-like peptide I (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
IT 123475-28-5 

RL: BIOL (Biological study) 

(glucagon and insulin release response to, structure in 
relation to) 
RN 1234 75-28-5 HCAPLUS 

CN Glycine, L-hi st idyl -L-alanyl-L-ct-glut amy Iglycyl-L-thr eonyl -L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L- tyros yl-L-leucyl-L-ct-glutamylglycyl-L-glutaminyl-L-al any 1-L-al any 1 - 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl-L-lysyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ANSWER 8 OF 9 HCAPLUS COPYRIGHT 2004 ACS on STN 

1989: 614921 HCAPLUS 

111:214921 

Entered STN: 09 Dec 1989 

Synthesis of GLP-1 related peptides and production of GLP-1 specific 
antisera 

Suzuki, Matsuaki; Ishikawa, Junji; Inoue, Takashi; Zhang, Tao; Mochizuki, 

Tohru; Kuwahara, Atsukara; Yonezu, Emiko; Hoshino, Minoru; Yanaihara, 

Chizuko; Yanaihara, Noboru 

Natl. Inst. Physiol. Sci . , Okazaki, Japan 

Peptide Chemistry (1989), Volume Date 1988, 26th, 73-8 

CODEN: PECHDP; ISSN: 0388-3698 

Journal 

English 

34-3 (Amino Acids, Peptides, and Proteins) 
Section cross-reference (s ) : 2, 15 

A report from a symposium. Nine GLP-1 (GLP = glucagon-like 

peptide) related peptides, e.g. GLP-1 (1-37) and GLP-1 (9-22), were prepared 

The production of GLP-1 specific antisera is described. 

glucagon like peptide prepn symposium; immunochem 

glucagon like peptide symposium 

Antiserums 

(of glucagon-like peptide-1 related peptides) 
89750-14-1, Glucagon-related peptide I 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(peptides related to, preparation and immunochem. of) 
87805-34-3P, Glucagon-related peptide I (ox) 106612-94-6P 
121181-17-7P 123475-27-4P 123475-28-5P 123475-29-6P 
123475-30-9P 123475-31-0P 123512-62-9P 
RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and immunochem. of) 
89750-14-1, Glucagon-related peptide I 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(peptides related to, preparation and immunochem. of) 
89750-14-1 HCAPLUS 

Glucagon-like peptide I (9CI) (CA INDEX NAME) 

STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
123475-28-5P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation and immunochem. of) 
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RN 123475-28-5 HCAPLUS 

CN Glycine, L-histidyl-L-alanyl-L-a-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl 
L-tyrosyl-L-leucyl-L-a-glutamylglycyl-L-glutaminyl-L-alanyl-L-alanyl 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl-L-lysyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L59 ANSWER 9 OF 9 HCAPLUS COPYRIGHT 2004 ACS on STN 
AN 1989:587711 HCAPLUS 
DN 111:187711 

ED Entered STN: 25 Nov 1989 

TI Glucagon-like peptide-1: synthetic approach 

AU Yanaihara, Chizuko; Suzuki, Mutsuaki; Ishikawa, Junji; Kurokawa, Nobuo; 

Yanaihara, Noboru 
CS Med. Sen., Osaka Univ., Osaka, 553, Japan 
SO Biomedical Research (1988), 9(Suppl. 3), 225-8 

CODEN: BRESD5; ISSN: 0388-6107 
DT Journal 
LA English 

CC 2-2 (Mammalian Hormones) 

Section cross-reference ( s ) : 34 

AB Glucagon-like peptide-1 (GLP-1 ) -related peptides shortened in 

amino and (or) carboxyl-terminal portions of GLP-1 (1-37) were synthesized 
and their insulinotropic potencies were assessed by the stimulating effect 
on 13.9 mM glucose-induced insulin release from isolated perfused rat 
pancreas. The synthetic peptides include: GLP-1 (1-37), (1-36), (1-35), 
(7-37), (7-36), (7-35), (7-22), and (9-22). At 10-8M concentration, synthetic 
GLP-1 (7-35) was the most potent of the 8 peptides examined and exhibited an 
insulin release-enhancing effect >3-fold stronger than that of 10-8M 
glucagon. Thus, GLP-1 (7-35) can not be excluded from the 
candidate forms for endogenous GLP-1 related peptide(s). 

ST glucagon like peptide fragment insulin; structure activity 
glucagon like peptide 

IT Peptides, preparation 
RL : PREP ( Preparation ) 
( glucagon- like) 

IT Molecular structure-biological activity relationship 

(insulin-releasing, of glucagon-like peptide-1 and fragments) 

IT 50-99-7, D-Glucose, biological studies 
RL: BIOL (Biological study) 

(insulin secretion stimulation by, glucagon-like peptide-1 
and fragments effect on) 

IT 87805-34-3P, Glucagon-related peptide I (ox) 

89750-14-1DP, Glucagon-related peptide I, fragments 
106612-94-6P 121181-17-7P 123475-27-4P 123475-28-5P 
1234 75-30-9P 123475-31-0P 123512-62-9P 
RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and insulin release enhancing activity of, mol . structure in 
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relation to) 
IT 9004-10-8, Insulin, biological studies 
RL: BIOL (Biological study) 

(secretion of, glucagon-like peptide-1 and fragments effect 
on) 

IT 89750-14-1DP, Glucagon-related peptide I, fragments 
123475-28-5P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and insulin release enhancing activity of, mol. structure in 
relation to) 
RN 89750-14-1 HCAPLUS 

CN Glucagon-like peptide I (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 123475-28-5 HCAPLUS 

CN Glycine, L-histidyl-L-alanyl-L-ct-glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L-a-aspartyl-L-valyl-L-seryl-L-seryl- 
L-tyrosyl-L-leucyl-L-a-glutamylglycyl-L-glutaminyl-L-alanyl-L-alanyl- 
L-lysyl-L-a-glutamyl-L-phenylalanyl-L-isoleucyl-L-alanyl-L- 
tryptophyl-L-leucyl-L-valyl-L-lysyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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